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(Docket  No.  75N-00551 

DRUGS  FOR  HUMAN  USE 

New  Drugs  on  the  Market  Without  Approved 

New  Drug  Applications;  Withdrawal  of 

Notice  of  Proposed  Rule  Making 

The  purpose  of  this  notice  is  to  with¬ 
draw  the  proposal  to  add  §  130. - 

New  dnigs  on  tiie  market  without  ap¬ 
proved  new-drug  applications,  published 
in  the  Federal  Register  of  February  23, 
1971  (36  FR  3372) ,  to  the  new  drug  regu¬ 
lations  in  21  CFR  Part  130.  (The  provi¬ 
sions  of  Part  130  were  recodified  and 
transferred  to  Parts  310,  312,  314,  and  330 
by  an  order  published  in  the  Federal 
Register  of  March  29,  1974  (39  FR 
11680).) 

On  reconsideration  of  Uie  agency’s  im¬ 
plementation  of  the  new  drug  provisions 
of  the  Drug  Amendments  of  1962,  it  has 
become  apparent  to  the  Commissicmer  of 
Food  and  Drugs  that  eflScient  enforce¬ 
ment  danands  a  new  approach.  This  is 
discussed  in  detail  in  a  notice  published 
elsewhere  in  this  issue  of  the  Federal 
Register  relating  to  enforcement  policy 
and  proposed  rule  making  for  drugs 
under  Part  310  subject  to  the  effective¬ 
ness  requirements  of  the  Drug  Amend¬ 
ments  of  1962. 

Accordingly,  the  Commissioner  con¬ 
cludes  that  the  proposal  published  in  the 
Federal  Register  of  February  23,  1971 
(36  FR  3372) ,  is  now  superseded,  and  is 
hereby  withdrawn. 

This  withdrawal  is  issued  under  au¬ 
thority  of  the  provisions  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  (secs.  505, 
701(a).  52  Stat.  1052-1053,  as  amended, 
1055  (21  U.S.C.  355,  371(a))  and  imder 
authority  delegated  to  the  Commissioner 
(21  CTR  2.120), 

Dated:  June  13, 1975. 

A.  M.  Schmidt, 

Commissioner  of  Food  and  Drugs. 

(FR  Doc.75-15965  PUed  6-19-75:8:45  am) 


[  21  CFR  Part  130  ] 

(Docket  No.  75N-0053] 

NEW  PRESCRIPTION  DRUGS 

Bioavailability  Requirements;  Withdrawal 
of  Proposed  Rule  Making 

The  purpose  of  this  notice  is  to  with¬ 
draw  the  propjosal  to  add  $  130. - 

Bioavailability  requirements  for  pre¬ 
scription  drugs  and  amend  §  130.4  to  add 
bioavailtdiillty  requirements,  published 
In  the  Federal  Register  of  January  5, 
1973  (38  FR  885),  to  the  new  drug  regu¬ 
lations  in  21  CFR  Part  130.  (The  provi¬ 
sions  of  Part  130  were  transferred  to 
Parts  310,  312.  314,  and  330  pursuant  to 
recodiflcation  published  in  the  Federal 
Register  of  March  29.  1974  (39  FR 
11680).) 


In  a  notice  published  elsewhere  in  this 
issue  of  the  Federal  Register  relating  to 
bioavailability,  the  Commissioner  is  re¬ 
proposing  regulations  defining  the  term 
“bioavailability,”  setting  out  the  purposes 
of  bioavailability  studies,  and  establish¬ 
ing  methods  and  procedures  for  deter¬ 
mining  the  bioavailability  of  prescription 
drug  products. 

Accordingly,  the  Commissioner  con¬ 
cludes  that  the  proposal  pubhshed  in 
the  Federal  Register  of  January  5,  1973 
(38  FR  885)  is  now  superseded,  and  is 
hereby  withdrawn. 

This  withdrawal  is  issued  under  au¬ 
thority  of  the  provisions  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  (secs.  505, 
701(a),  52  Stat.  1052-1053  as  amended, 
1055  (21  U.S.C.  355,  371(a)) )  and  under 
authority  delegated  to  the  Commissioner 
(21  CFR  2.120). 

Dated:  June  13,  1975. 

A.  M.  Schmidt, 

Commissioner  of  Food  and  Drugs. 

|FR  Doc.75-15964  Filed  6-19-75:8:45  am] 


[  21  CFR  Part  310  ] 

(Docket  No.  75N-0052I 

CONDITIONS  FOR  MARKETING  HUMAN 
PRESCRIPTION  DRUGS 

Propiosed  Rule  Making  and  Notice  of  En¬ 
forcement  Policy  for  Drugs  Subject  to 
the  Effectiveness  Requirements  of  the 
Drug  Amendments  of  1962 

This  notice  revokes  and  supersedes  the 
notice  issued  by  the  Commissioner  of 
Food  and  Drugs,  published  in  the  Federal 
Register  of  July  14.  1970  (35  FR  11273), 
relating  to  the  conditions  under  which 
new  drugs  evaluated  for  effectiveness 
may  be  marketed  in  accordance  with  sec¬ 
tion  505  of  the  act.  It  also  revokes  and 
supersedes  the  specific  requirements  for 
submission  of  a  full  or  abbreviated  new 
drug  application  (NDA)  or  bioavailabil¬ 
ity  data  contained  in  each  drug  efficacy 
study  implementation  (DESI)  notice  for 
an  effective  drug  published  in  the  Fed¬ 
eral  Register  prior  to  the  date  of  this 
notice  except  for  those  specific  drugs  and 
DEiSI  notices  listed.  It  states  the  interim 
enforcement  policy  of  the  Commissioner 
that  all  drug  products  covered  by  a  DESI 
notice  may  lawfully  be  marketed  without 
submission  or  approval  of  a  full  or  ifo- 
breviated  NDA  if  they  meet  all  of  the 
remsdning  requirements  set  forth  in  the 
appliccdile  DESI  notice,  including  any 
amendment  thereof,  and  in  this  notice. 
It  states  that  the  submission  or  approval 
of  an  NDA  for  a  drug  that  was  not  evalu¬ 
ated  in  the  drug  efficacy  study,  but  was 
covered  by  an  NDA  which  became  effec¬ 
tive  prior  to  October  10,  1962,  will  not 
be  required  as  a  condition  for  marketing 
until  the  Food  and  Drug  Administration 
completes  its  own  effectiveness  evalua¬ 
tion  or  establishes  a  bioequivalence  re¬ 
quirement  for  products  containing  the 
drug.  Finally,  this  notice  proposed  a  new 
regulation  to  codify  present  enforcement 
policy  in  order  to  Inform  the  public  fully 
about  these  matters. 


I.  Background 

A.  The  Federal  Food.  Drug,  and  Cos¬ 
metic  Act  of  1938.  Until  1938,  Federal 
law  did  not  provide  for  any  kind  of  ad¬ 
ministrative  premarketing  approval  for 
pharmaceuticals  sold  in  interstate  com¬ 
merce.  The  Food  and  Drugs  Act  of  1906 
prohibited  introduction  into  commerce 
of  adulterated  and  misbranded  drugs, 
narrowly  defined,  and  provided  only 
criminal  sanctions  and  seizure. 

In  1938,  however,  spurred  by  a  tragedy 
resulting  from  the  marketing  of  an  un¬ 
tested  toxic  drug,  “Elixir  Sulfanila¬ 
mide,”  Congress  provided  in  the  Fed¬ 
eral  Food,  Drug,  and  Cosmetic  Act  for 
regulatory  clearance  of  drugs  prior  to 
marketing  and  for  later  administrative 
suspension  of  such  clearance  if  required 
for  public  safety.  Section  505(a)  of  the 
act  prohibited  the  introduction  of  any 
“new  drug”  into  interstate  commerce 
unless  an  application  filed  with  the  Sec¬ 
retary  (which  function  has  been  dele¬ 
gated  to  the  Commissioner  of  Food  and 
Drugs  (21  CFR  2.120) )  was  “effective 
with  respect  to  such  drug.”  Such  “new 
drug  applications”  have  become  known 
as  “NDA’s.”  A  “new  drug”  was  defined 
in  section  201  (p)  of  the  1938  act  as  “any 
drug  the  composition  of  which  is  such 
that  such  drug  is  not  generally  recog¬ 
nized,  among  experts  qualified  by  scien¬ 
tific  training  and  experience  to  evaluate 
the  safety  of  drugs,  as  safe”  for  its  in¬ 
tended  use.  The  application  automati¬ 
cally  became  effective  within  a  fixed  pe¬ 
riod  unless  the  Secretary,  after  notice 
and  opportunity  for  hearing,  refused  to 
permit  it  to  become  effective  after  find¬ 
ing  that  he  could  not  determine  from 
existing  evidence,  or  had  not  been 
shown,  that  the  drug  was  safe.  Any  ef¬ 
fective  NDA  could  be  suspended,  after 
notice  and  opportunity  for  hearing,  if 
clinical  experience  or  new  testing  me¬ 
thods  showed  that  the  drug  was  not  safe. 

B.  FDA’s  Implementation  of  the  1938 
Act  and  the  Problem  of  Identical,  Re¬ 
lated,  and  Similar  Drug  Products.  The 
agency’s  administration  of  the  hew  drug 
provisions  of  the  1938  act  was  directly 
affected  by  three  factors:  the  large  num¬ 
ber  of  NDA’s  it  was  required  to  review 
in  relation  to  its  limited  resoimces;  the 
absence  of  any  requirement  that  manu¬ 
facturers  and  packagers  register  drug 
products  with  the  agency  before  or  after 
putting  them  on  the  market;  and  the 
Food  and  Drug  Administration’s  lack  of 
authority,  in  determining  whether  to 
I>ermit  an  NDA  to  become  effective,  to 
consider  whether  products  which  were 
safe  were  also  therapeutically  effective. 

From  the  outset,  the  Food  and  Drug 
Administration  received  a  swelling  num¬ 
ber  of  NDA’s  supported  by  voluminous 
data.  By  June  20,  1939,  the  agency  had 
received  1,277  NDA’s.  See  1939  Annual 
Report  of  the  Food  and  Drug  Adminis¬ 
tration,  reprinted  in  Federal  Food, 
Drug,  and  Cosmetic  Law  Administrative 
Reports,  1907-1949  (hereafter  “FDA 
Admin.  Reps.”)  at  927.  By  1941,  the 
number  filed  had  increased  to  4,128 
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(F*DA  Admin.  Reps,  at  1006).  To  cope 
with  this  problem,  which  was  aggravated 
by  war-related  stafF  shortages,  the 
agency  adopted  the  practice  in  1942  of 
examining  each  application  to  deter¬ 
mine  whether  the  product  was  in  fact  a 
new  drug  imder  the  statutory  definition 
of  that  term,  and  of  advising  the  manu¬ 
facturer  of  its  determination.  By  1949, 
the  Commissioner  was  able  to  report 
that  the  “growing  disposition  on  the 
part  of  the  drug  industry  to  ask  the 
opinion  of  the  Food  and  Drug  Adminis¬ 
tration  in  advance  as  to  the  status  of 
proposed  new  products  •  •  *  has  led  to 
a  steady  decline  in  applications  ruled  not 
new  drugs”  (PDA  Admin.  Reps,  at  1415). 

Nevertheless,  in  the  24  years  between 
1938  and  1962  the  number  and  total 
sales  of  new  drugs  on  the  market  had 
grown  enormously.  Expenditures  for 
drugs  Increased  from  $1.8  billion  in  1951 
to  more  than  $5  billion  in  1962  (Annual 
Reports  of  the  U.S.  Department  of 
Health,  Education,  and  Welfare  (1961) 
at  315,  (1963)  at  285).  In  1954,  the  Sec¬ 
retary  reported  that:  “In  the  drug  field 
at  least  half  of  the  drugs  in  prominent 
use  today  were  unknown  when  the  Pood, 
Drug,  and  Cosmetic  Act  was  enacted” 
(Annusd  Report  of  U.S.  Department  of 
Health,  Education,  and  Welfare  (1954) 
at  193).  By  June  30,  1962,  the  agency 
had  permitted  9,457  NDA’s  to  become 
effective,  as  well  as  some  12,000  supple¬ 
mental  NDA’s  for  labeling,  manufactur¬ 
ing  and  formulation  changes  on  articles 
previously  covered.  See  Annual  Reports 
of  the  Federal  Security  Agency  (1938- 
1952) ;  Annual  Reports  of  the  U.S.  De¬ 
partment  of  Health,  Education,  and 
Welfare  (1953-1962).  The  Food  and 
Drug  Administration  estimates  that,  of 
the  5,737  NDA’s  that  became  effective 
between  1950  and  1962,  approximately 
1,500  were  for  veterinary  products. 

In  addition  to  products  for  which  an 
NDA  had  become  effective,  however, 
there  were  many  thousands  of  identical, 
related,  and  similar  formulations  for 
which  the  manufacturer  had  not  filed  an 
NDA.  These  manufacturers  either  con¬ 
cluded  that  their  products  were  gener¬ 
ally  recognized  as  safe  because  an  NDA 
was  in  effect  for  the  “pioneer”  drug,  or 
received  an  advisory  opinion  from  the 
agency  that  an  NDA  was  not  required 
because  their  product  was  generally  rec¬ 
ognized  as  safe,  or  marketed  their  prod¬ 
ucts  Illegally  without  bfeing  discovered. 
A  “not  new  drug”  letter  or,  as  it  was 
more  commonly  known,  “old  drug”  letter 
was  Issued  when  one  or  more  NDA’s  were 
already  effective  on  similar  drugs.  Such 
Identical,  related,  or  similar  products 
are  also  known  as  “me-too”  drug  prod¬ 
ucts.  While  the  precise  niunber  of  all 
such  Identical,  related,  or  similar  drug 
products  has  not  been  ascertained,  the 
Food  and  Drug  Administration  estimated 
In  1969  that  for  every  drug  product  with 
an  effective  NDA  there  were  five  such 
identical,  related,  or  similar  drug  prod¬ 
ucts.  The  agency’s  recent  experience  in¬ 
dicates  that  this  estimate  is  low.  The 
agency  is  now  finding  an  average  ratio 
of  13  Identical,  related,  or  similar  drug 
products  for  each  NDA’s  drug  with¬ 


drawn  from  the  market  because  of  a 
lack  of  substantial  evidence  of  effective¬ 
ness. 

The  legality  of  marketing  Identical, 
related,  or  similar  drug  products  without 
an  effective  NDA,  in  the  absence  of  an 
“old  drug”  determination  from  the 
agency,  was  questionable.  A  number  of 
products  were  seized  even  though  there 
were  effective  applications  for  drug 
products  containing  the  same  active  in¬ 
gredients  manufactured  by  others.  How¬ 
ever,  the  agency’s  resources  to  prevent 
such  products  from  being  marketed  were 
limit^.  A  major  part  of  its  professional 
staff  was  continuously  engaged  in  re¬ 
viewing  for  safety  the  large  number  of 
NDA’s  filed  in  the  decade  prior  to  1962, 
which  it  received  at  an  average  rate  of 
more  than  one  per  day.  Moreover,  the 
law  did  not  require  manufacturers  and 
packagers  of  drugs  to  register  their 
products  with  the  agency,  and  no  gen¬ 
eral  census  of  products  on  the  market 
existed.  The  agency  therefore  could  not 
effectively  police  the  market  for  identi¬ 
cal,  related,  and  similar  drug  products 
without  an  NDA  except  by  occasional, 
random  proceedings. 

In  some  Instances,  where  the  product 
and  its  labeling  appeared  virtually  iden¬ 
tical  with  products  for  which  an  NDA  had 
become  effective  under  the  act’s  safety 
standard,  the  agency’s  staff  Issued  opin¬ 
ions  advising  that  the  products  would 
not  be  treated  as  new  drugs  vmder  the 
act  (FDA  Admin.  Reps,  at  1415) .  There 
are  no  data  to  show  the  niimber  of  drugs 
for  which  the  agency  Issued  old  drug 
letters  or  oral  opinions.  It  Is  fair  to  say. 
howrever,  that  several  thousand  opinions 
were  Issued  between  1938  and  1968  (An¬ 
nual  Reports  of  U.S.  Department  of 
Health,  Education,  and  Wdfare  (1963) 
at  312,  (1964)  at  301).  Tills  policy  was 
abandoned  In  1968,  as  discussed  In  this 
preamble. 

C.  The  Drug  Amendments  of  1962. 
From  late  1959  until  mld-1961,  the  Sen¬ 
ate  Subcommittee  on  Antitrust  and  Mo¬ 
nopoly,  Committee  on  the  Judiciary,  con¬ 
ducted  a  study  of  administered  prices  In 
the  drug  Industry.  See  S.  Rept.  448,  87th 
Cong.,  1st  sess.  This  was  followed  by  the 
introduction  of  legislation  to  amend  the 
1938  act.  (Dn  July  19,  1962,  the  Commit¬ 
tee  reported  out  a  bill  (S.  1552,  87th 
Cong.)  designed  to  “keep  iinfit  drugs  off 
the  market  •  •  •  and  speed  their  re¬ 
moval  should  they  reach  the  market.” 

At  about  the  same  time,  reports  of  the 
thalidomide  drug  disaster  startled  the 
coimtry.  On  August  4,  1962,  President 
Kennedy  sent  to  the  Chairman  of  the 
Senate  Committee  on  the  Judiciary  a  se¬ 
ries  of  proposed  amendments  to  the 
pending  bill  (108  Cong.  Rec.  15692- 
15698) . 

Because  of  the  President’s  proposals 
and  nationwide  concern  over  the  thali¬ 
domide  tragedy,  the  Senate  Committee 
met  again  “to  live  further  special  con¬ 
sideration  to  the  adequacy  of  the  present 
provisions  of  the  Pood  and  Drug  Act” 
from  a  safety  and  effectiveness  stand¬ 
point  On  August  21,  1962,  it  issued  a 
second  part  to  Its  report,  setting  forth  a 
substitute  version  of  S.  1552  which  was 


designed  to  “insure  the  reliability  of 
drugs.”  See  S.  Rep.  No.  1744,  Part  2,  87th 
Cong.,  2d  sess.,  at  1.  The  bill  finally  en¬ 
acted  was  substantially  the  revised  bill 
proposed  by  the  Senate  Committee. 

The  Drug  Amendments  of  1962,  Pub.  L. 
87-781,  76  Stat.  780,  made  four  important 
changes  in  the  law  with  respect  to  the 
marketing  of  new  drugs. 

First,  the  amendments  provided  that 
no  new  drug  could  go  on  the  market 
without  affirmative  approval  by  the  Food 
and  Drug  Administration. 

Second,  it  added  effectiveness  to  the 
safety  standard  In  the  definition  of 
a  new  drug.  The  Senate  Committee  ex¬ 
plained  that  “The  effect  of  this  change  i.s 
to  require  that  all  claims  for  effective¬ 
ness,  whether  made  initially  in  a  new 
drug  application  or  at  any  time  there¬ 
after,  must  be  supported  by  ‘substantial 
evidence'  ”  as  defined  in  the  amendments. 

Third,  the  amendments  specifically  de¬ 
fined  “substantial  evidence”  In  terms  of 
adequate  and  well-controlled  studies  by 
experts,  as  distinguished  from  anecdotal 
evidence  by  Individual  practitioners. 

P\>urth,  the  amendments  contained  de¬ 
tailed  transitional  provisions,  including 
a  grandfather  clause,  for  the  new  effec¬ 
tiveness  standard.  These  provided  that 
outstanding  NDA’s  would  be  treated  as 
approved  under  the  new  standard  unless 
they  were  made  the  subject  of  further 
proceedings:  that  manufacturers  would 
have  a  2-year  grace  period  In  which  to 
gather  substantial  evidence  of  effective¬ 
ness:  and  that  “in  the  case  of  a  drug  on 
the  market  which  was  never  subject  to 
the  new  drug  procedure  before,”  the  new 
effectiveness  standard  “would  not  apply 
to  existing  labeling  claims.” 

D.  FDA’s  Implementation  of  the  1962 
Amendments.  During  the  4  years  foUow’- 
ing  enactment  of  the  1962  amendments, 
the  Food  and  Drug  Administration  con¬ 
centrated  on  processing  the  large  niun¬ 
ber  of  NDA’s  filed  as  a  result  of  the  new 
legislation.  By  1966,  the  backlog  was  over¬ 
come,  as  the  number  of  original  NDA’s 
received  In  that  year  dwindled  to  147 
from  a  high  In  1963  of  1,149  (Annual  Re¬ 
port  of  n.S.  Department  of  Health,  Edu¬ 
cation.  and  Welfare  (1966)  at  198,  (1963) 
at  311).  The  agency  then  took  Its  first 
steps  to  review  effectiveness  claims  for 
drugs  that  had  been  cleared  for  market¬ 
ing  before  1962  on  the  basis  of  safety  data 
only. 

1.  The  NAS/NRC  drug  efBcacy  study: 
As  an  aid  in  reviewing  efficacy  claims  for 
every  drug  cleared  for  marketing  before 
passage  of  the  1962  amendments,  the 
F(X)d  and  Drug  Administration  called 
upon  the  National  Academy  of  Sciences/ 
National  Research  Council  (NAS/NRC). 
This  organization  established  a  Drug 
Efficacy  Study  Group  to  determine  wheth¬ 
er  there  was  appropriate  scientific  evi¬ 
dence  to  support  the  effectiveness  claims 
of  those  drugs.  Thirty  panels,  each  com¬ 
posed  of  six  experts  in  a  particular  field 
of  drug  therapy,  reviewed  the  claims  and 
evidence  of  effectiveness  for  the  drugs  in 
their  field  of  expertise.  See  Drug  Effi¬ 
cacy  Study:  Final  Report  to  the  Commis¬ 
sioner  of  Food  and  D^s,  Food  and  Drug 
Administration,  from  the  Division  of 
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Medical  Sciences,  National  Academy  of 
Sciences,  National  Research  Council, 
WasliinRton,  DC  (1969)  at  1  through  3 
(hereafter  “NAS/NRC  Report”).  To 
facilitate  this  review,  manufacturers  were 
requested  by  notices  published  in  the 
Federal  Register  of  JiUy  9,  1966  (31  PR 
9426)  and  October  6,  1966  (31  PR  13014), 
to  submit  to  the  appropriate  panel  or 
panels  a  special  report  containing  the 
best  available  evidence  in  support  of  the 
effectiveness  claims  for  their  drug  prod¬ 
ucts.  The  report  was  to  include  identifi* 
cation  of  the  drug  product,  copies  of  its 
labeling,  a  bibliography  of  publications 
pertinent  to  the  claims,  and  any  avail¬ 
able  unpublished  data  that  the  manu¬ 
facturer  wished  to  have  considered. 

The  panels  based  their  conclusions 
upon  facttial  information  from  scientific 
literature,  the  Pood  and  Drug  Admin¬ 
istration,  the  manufacturer,  and  other 
sources,  as  well  as  upon  the  experience 
and  informed  judgment  of  the  members 
of  the  i>anels.  Of  the  roughly  4,000  drug 
formulations  still  marketed  by  237  firms, 
the  pwinels  found  a  “considerable  num¬ 
ber”  effective  and  about  7  percent  in¬ 
effective  or  ineffective  as  fixed  combina¬ 
tions  for  all  claims.  The  majority  re¬ 
ceived  varying  findings  of  “probably 
effective,”  “px>ssibly  effective,”  “effective 
but,”  and  “effective”  for  some  of  Ihe 
numerous  claims  made  in  each  drug’s 
labeling.  The  Academy  expressed  con¬ 
cern  over  the  quality  of  evidence  avail¬ 
able  to  supp>ort  the  effectiveness  claims  of 
these  drugs: 

•  •  *  Many  of  the  presentations  submit¬ 
ted  by  manufacturers  in  suppmrt  of  the 
claims  made  for  the  use  of  their  drugs  con¬ 
sisted  of  bulky  files  of  reports  of  uncon¬ 
trolled  observations  and  testimonlal-typie  en¬ 
dorsements.  The  lack  of  substantial  evi¬ 
dence  based  on  well -controlled  investigations 
by  experienced  investigators  was  conspicu¬ 
ous.  Moreover,  searches  of  the  medical  litera¬ 
ture  Indicated  that  there  existed  little  con¬ 
vincing  scientific  evidence  to  support  many 
of  the  cited  indications  for  the  use  of  drugs 
that  are  currently  in  good  standing  in  medi¬ 
cal  practice. 

The  Academy  concluded  that  most 
drug  ptacksige  inserts  “fail  in  their  pri¬ 
mary  purpose  of  providing  the  physician 
and  the  pharmacist  with  authoritative 
and  objective  guides  to  prescribing  or 
dispensing  the  drug  in  question.” 

Of  some  16,500  claims  made  in  the 
labeling  of  these  drug  products,  only 
about  19  percent  were  found  to  be  effec¬ 
tive.  The  other  claims,  rated  variously 
from  “ineffective”  to  “effective  but,”  were 
foimd  not  to  be  supported  by  substantial 
evidence  of  effectiveness.  After  allocation 
of  “effective  but”  claims  to  other  cate¬ 
gories,  about  30  percent  of  the  claims 
were  deemed  effective.  Although  the 
NAS/NRC  panels  reviewed  more  than 
4,000  drug  products  for  which  NDA’s 
were  effective,  they  did  not  specifically 
evaluate  the  still  unknown  larger  num¬ 
ber  of  identical,  related,  or  similar  drug 
products. 

2.  Implementation  of  the  NAS/NBC 
study:  On  January  23, 1968,  the  Food  and 
Drug  Administration  held  a  government- 
industry  conference  and  announced  its 


policy  of  applying  to  all  drugs,  including 
identical,  related,  or  similar  drug  prod¬ 
ucts,  the  applicable  NAS/NRC  effective¬ 
ness  findings.  See  FDA  Papers.  March 
1968. 

The  agency  concluded  that  it  would  be 
inconsistent  and  unjust  to  drug  manu¬ 
facturers  and  to  the  public  to  construe 
the  act  as  requiring  manufacturers  of  the 
“pioneer”  drug  products,  who  had  an 
NDA,  to  produce  substantial  evidence  of 
effectiveness  or  lose  their  marketing  ap¬ 
proval,  while  at  the  same  time  p>ermitting 
identical,  related,  or  similar  drug  prod¬ 
ucts,  which  owed  their  marketability  to 
the  pioneer  NDA’s,  to  remain  on  the  mar¬ 
ket  without  demonstrating  effectiveness. 
Construing  the  1962  amendments  as  a 
mandate  to  assure  that  all  pre-1962  drugs 
be  shown  effective  as  well  as  safe,  the 
agency  interpreted  the  words  “covered  by 
an  effective  application”  in  the  1962 
grandfather  clause  (section  107(c)  (4)  (C) 
of  the  1962  amendments)  to  refer  “gen- 
erically”  to  all  types  of  drugs  for  which 
at  least  one  NDA  had  become  effective. 
This  interpretation  precluded  “grand¬ 
father”  protection  for  all  pre-1962  drug 
products  identical,  related,  or  similar  to 
those  for  which  an  NDA  was  permitted 
to  become  effective.  Accordingly,  i>artici- 
pants  at  the  January  1968  coiiference 
were  told  that  the  NAS/NRC  findings 
would  be  applied  not  only  to  drug  prod¬ 
ucts  which  were  specifically  the  subject 
of  prior  effective  NDA’s  but  also  any  iden¬ 
tical,  related,  or  similar  drug  products. 

The  Cominissioner  issued  a  proF>osal, 
published  in  the  Federal  Register  of  Feb¬ 
ruary  10,  1972  (37  FR  2969)  and  promul¬ 
gated  in  the  Federal  Register  of  Octo¬ 
ber  31,  1972  (37  FR  23185) ,  now  codified 
imder  §  310.6  of  the  regulations,  declar¬ 
ing  the  manner  in  which  Drug  Efficacy 
Study  Implementation  (“DESI”)  notices 
and  notices  of  opportimity  for  hearing 
apply  to  identical,  related,  or  similar 
drug  products.  It  defines  an  “identical, 
related,  or  similar”  drug  product  to  in¬ 
clude  “other  brands,  potencies,  dosage 
forms,  salts,  and  esters  of  the  same  drug 
moiety  as  well  as  of  any  drug  moiety 
related  in  chemical  structure  or  known 
pharmacological  properties.”  It  also  pro¬ 
vides  all  persons  with  an  interest  in  such 
drug  products  an  opportunity  for  hear¬ 
ing  on  any  proposed  withdrawal  of  NDA 
approval  for  the  basic  drug  moiety. 

3.  Determinations  of  “rtd  drug”  (“not 
new  drug”)  status:  As  already  explained 
above,  by  1968  the  Food  and  Drug  Ad¬ 
ministration  had  issued  several  thousand 
letters  and  oral  determinations  to  drug 
manufacturers  stating  that  various  ts^es 
of  drugs  were  no  longer  covered  by  the 
definition  of  new  drug  in  section  201  (p) 
of  the  act,  in  that  they  had  become  gen¬ 
erally  recognized  as  safe  and  had  been 
used  to  a  material  extent  or  for  a  ma¬ 
terial  time,  and  thus  that  they  had 
achieved  “old  drug”  (“not  new  drug”) 
status.  Under  the  statute,  an  old  drug 
need  not  be  the  subject  of  an  effective 
or  approved  NDA  prior  to  marketing. 
Moreover,  the  agency  had  no  complete 
file  or  list  of  the  oral  and  written  opinions 
that  had  been  given  on  such  matters,  or 
the  drugs  they  covered. 


It  was  apparent  that,  in  order  to  ful¬ 
fill  the  mandate  of  the  1962  amendments 
to  apply  the  requirements  of  effective¬ 
ness  to  all  Identical,  related,  or  similar 
drug  products  as  well  as  to  the  pioneer 
NDA’s,  all  such  opinions  relating  to  old 
drug  status  had  to  be  revoked.  Accord¬ 
ingly,  the  Commissioner  published  in  the 
Federal  Register  of  May  28^  1968  (33  FR 
7758) ,  a  formal  statement,  now  codified 
as  §  310.100,  revoking  all  opinions  previ¬ 
ously  given  to  the  effect  that  a  drug  is  no 
longer  a  new  drug. 

At  the  same  time,  the  agency  fully 
realized  that  it  would  not  be  feasible 
from  an  administrative  standpoint,  or 
necessary  for  protection  of  the  public 
health,  or  consistent  with  the  definition 
of  new  drug  in  section  201  (p)  of  the  act, 
to  require  either  a  full  or  an  abbreviated 
NDA  for  all  human  prescription  drugs. 
Accordingly,  at  the  conference  held  on 
January  23,  1968,  the  agency  announced 
that  it  would  publish  in  the  F’ederal 
Register  those  drugs  classified  as  old 
drugs,  and  the  labeling  and  other  con¬ 
ditions  essential  to  this  determination. 
Pursuant  to  that  policy,  the  Ctommis- 
sioner  also  issued  a  notice,  published  in 
the  Federal  Register  of  May  28,  1968 
(33  FR  7762) ,  proposing  a  new  procedure 
for  determining,  by  rule  making,  those 
drugs  for  which  a  full  or  abbreviated 
NDA  would  no  longer  be  required. 

’The  1968  prc^josad  was  not  promul¬ 
gated  in  final  form,  for  two  reasons. 
First,  it  was  recognized  that  the  proposal 
did  not  adequately  consider  all  the  pro¬ 
cedural  aspects  Involved  in  making  de¬ 
terminations  of  this  type.  Second,  prior 
to  the  four  Supreme  Court  decisions 
handed  down  in  Jime  1973,  interpreting 
the  drug  provisions  of  the  act.  there  was 
apprehension  that  the  only  way  that  the 
agency  could  assert  adequate  regulatory 
control  over  any  drug  would  be  to 
classify  it  as  a  new  drug.  ’ITie  concepts 
embodied  in  the  1968  proposal  have  now 
been  expanded  and  refined,  and  will  be 
superseded  by  the  proposed  regulations 
governing  old  drug  monographs  that  will 
be  published  by  the  Cominissioner  for 
comment  in  the  Federal  Register  in*  the 
near  future. 

4.  Publication  of  the  DESI  notices: 
’The  results  of  the  NAS/NRC  review 
have,  since  1968,  been  announced  by 
DESI  notices  published  in  the  Federal 
Register.  ’Those  notices  w’hich  have 
determined  the  drug  to  be  effective  have 
provided  that  identical,  related,  or 
similar  drug  products  must  file  a 
full  or  abbreviated  NDA.  ’Those  notices 
which  have  found  the  drug  less  than  ef¬ 
fective  either  have  given  additional  time 
for  providing  the  necessary  evidence  of 
effectiveness  or  have  provided  a  notice  of 
opportunity  for  hearing  on  withdrawal 
of  approved  of  the  drug.  Since  1972,  im¬ 
plementation  of  the  NAS/NRC  review 
has  been  conducted  pursuant  to  the 
order  handed  down  in  American  Public 
Health  Ass’n  v.  Veneman,  349  P. 
Supp.  1311  (D.D.C.  1972),  reproduced  in 
the  Federal  Register  of  December  14, 
1972  (37  FR  26623),  which  established 
an  orderly  schedule  of  priorities. 
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Although  the  early  DESI  notices  for 
effective  drugs  provided  that  manu- 
fsicturers  of  identical,  related,  or  similar 
drug  products  must  file  an  al^revlated 
NDA,  no  general  regulations  governing 
the  format  or  other  conditions  relating 
to  these  applications  existed.  To  remedy 
this  situation,  the  Commissioner  of 
Pood  and  Drugs  Issued  a  proposal,  pub¬ 
lished  in  the  Federal  Register  of 
February  27,  1969  (34  FR  2673),  and 
promulgated  regulations  publish^  in 
the  Federal  Register  of  April  24,  1970 
(35  PR  6574),  governing  abbreviated 
NDA’s,  now  codified  as  §  314.1(f).  These 
regulations  provide  that  an  abbreviated 
NDA  need  not  contain  safety  and  effec¬ 
tiveness  data,  except  for  those  drugs  far 
which  the  DESI  notice  published  in  the 
Federal  Register  requires  submission  of 
clinical  data  adequate  to  assure  the  bio- 
availability  of  each  drug  product. 

As  published  in  the  Federal  Register 
of  July  14, 1970  (35  FR  11273) ,  the  Com¬ 
missioner  issued  a  general  notice  estab¬ 
lishing  uniform  conditions  for  the  mar¬ 
keting  of  all  new  drugs  which  are  covered 
by  a  DESI  notice.  This  notice  provided 
that  any  person  who  does  not  hold  an 
approved  NDA  and  who  distributes  or 
Intends  to  distribute  a  drug  which  is 
covered  by  a  DESI  notice  must  submit  a 
full  NDA  or  an  abbreviated  NDA  in  ac¬ 
cordance  with  the  following  rules:  (1) 
within  60  days  of  the  DESI  notice,  an 
abbreviated  NDA  if  no  bioavailability 
data  are  required;  (2)  within  180  days 
of  the  DESI  notice,  an  abbreviated  NDA 
if  bioavailability  data  are  required;  or 
(3)  within  180  days  of  the  DESI  notice, 
a  full  NDA  if  such  is  required.  Subse¬ 
quent  DESI  notices  in<x>rporated  this 
notice  by  reference,  to  establish  the  con¬ 
ditions  for  marketing  identical,  related, 
or  similar  drugs. 

In  neither  the  July  1970  notice  nor  in 
subsequent  DESI  notices,  however,  was 
it  explicitly  stated  whether  an  identical, 
relate,  or  similar  drug  product  already 
on  the  market  without  an  NDA,  or  an 
Identical,  related,  or  similar  drug  product 
not  yet  on  the  market,  could  be  marketed 
prior  to  approval  of  the  abbreviated  NDA 
or  full  NDA  required  to  be  submitted 
pursuant  to  the  July  1970  notice.  By  im¬ 
plication,  since  the  July  1970  notice  cov¬ 
ered  Identical,  related,  or  similar  drug 
products  which  were  already  marketed 
as  well  as  those  which  were  not  yet  mar¬ 
keted,  and  simply  required  submission 
of'  an  abbreviated  NDA  or  full  NDA 
within  a  specified  period  of  time,  ap¬ 
proval  of  those  applications  was  not  re¬ 
quired  prior  to  marketing.  Subsequent 
DESI  notices  have  also  required  only 
‘‘submission”  of  a  full  or  abbreviated 
NDA  to  justify  marketing. 

Clearly,  the  Food  and  Drug  Adminis¬ 
tration  has  never  Intended  that  identical, 
related,  or  similar  drug  products  already 
on  the  market  should  be  removed  from 
the  market  pending  approval  of  an  ab¬ 
breviated  NDA  or  full  NDA  submitted 
pursuant  to  a  DESI  notice.  Nor  was  it 
the  Intent  of  the  Food  and  Drug  Admin¬ 
istration  to  give  a  comjietltlve  advantage 
to  identical,  related,  or  slinllar  drug 
products  marketed  prior  to  a  DESI  notice 


by  allowing  them  to  remain  on  the  mar¬ 
ket  pending  approval  of  an  abbreviated 
NDA  while  keeping  (X)mpetitive  identical, 
related,  or  similar  drug  products  mar¬ 
keted  subsequent  to  a  DESI  notice  off  the 
market  until  approval  was  granted.  It 
would  be  contrary  to  the  intent  of  the 
1962  amendments,  the  public  interest, 
and  basic  concepts  of  fairness,  not  to 
treat  all  identical,  related,  or  similar 
drug  products  on  an  equal  basis. 

Moreover,  the  Commissioner  is  aware 
that  some  drug  manufacturers  have  re¬ 
tained  on  the  market,  or  marketed  for  the 
first  time,  drug  products  covered  by  a 
DESI  notice  without  filing  or  obtaining 
approval  of  a  full  or  abbreviated  NDA. 
Attempts  by  the  agency  to  bring  regula¬ 
tory  action  against  such  products  have 
been  limited,  for  two  basic  reasons.  First, 
the  agency’s  compliance  resources  are 
limited,  and  must  be  concentrated  pri¬ 
marily  in  those  areas  where  a  potential 
health  problem  exists.  Accordingly,  com¬ 
pliance  activities  have  been  directed  pri¬ 
marily  toward  those  drug  products  which 
have  been  found  ineffective,  rather  than 
toward  those  which  have  been  foimd  ef¬ 
fective.  Second,  where  the  NAS/NRC  has 
found  a  drug  effective.  R  is  widely  recog¬ 
nized  by  scientific  experts  and  leading 
medical  texts  as  safe  and  effective,  and 
no  bioavailability  or  special  manufactur¬ 
ing  problem  is  known  or  suspected,  the 
possibility  of  successfully  contending  that 
a  specific  version  is  a  new  drug,  re(iuir- 
ing  an  approved  full  or  abbreviated  NDA, 
is  slim.  Under  such  circumstances,  it  is 
likely  that  a  court  would  determine  that 
the  drug  product  no  longer  falls  within 
the  definition  of  a  new  drug  set  out  in 
section  201  (p)  of  the  act.  For  these  rea¬ 
sons,  it  was  determined  in  1972  that  the 
agency  would  devel(H>  a  procedure  for 
promulgating  old  drug  monographs  by 
rule  making  in  the  Federal  Register,  as 
discussed  below. 

Accordingly,  in  the  interim  it  has  been 
the  practice  of  the  Food  and  Drug  Ad¬ 
ministration,  with  certain  limited  excep¬ 
tions.  to  permit  the  marketing  of  an  iden¬ 
tical,  related,  or  similar  drug  product 
upon  submission  to  the  Food  and  Drug 
Administration  of  an  abbreviated  NDA 
covering  the  product,  pursuant  to  a  DESI 
notice.  This  practice  is  directly  analogous 
to  the  provisions  of  S  314.8(d)  (21  CFR 
314.8(d)),  which  permit  the  immediate 
implementation  of  certain  types  of 
changes  in  labeling  and  manufactuilng 
of  a  new  drug  promptly  upon  submission 
of  a  supplement  to  an  approved  NDA  but 
without  awaiting  approval  of  the  supple¬ 
ment.  In  both  instances,  it  is  in  the  pub¬ 
lic  interest  and  consistent  with  the  in¬ 
tent  of  the  act  that  the  relevant  action 
be  permitted  to  be  implemented  immedi¬ 
ately  upon  submission  of  an  application. 

The  Food  and  Drug  Administration  has 
now  received  over  6,000  abbreviated 
NDA’s,  of  which  approximately  1,100 
have  been  approved.  In  addition,  over 
5,200  suigilements  to  abbreviated  NDA’s 
have  been  submitted,  of  which  aiH>roxi- 
mately  3,450  have  bmn  approved.  It  is 
not  feasible  from  an  administrative 
standpoint  to  handle  all  abbreviated 
NDA’s  expeditiously,  in  view  of  the  lack 


of  resources  available  to  the  agency. 
Many  of  the  drug  products  involved  have 
been  determined  to  be  safe  and  effective 
when  labeled  in  accordance  with  the  ap¬ 
plicable  DESI  notice  and  present  no  bio- 
availability  or  special  manufacturing 
problems.  To  require  that  an  abbreviated 
NDA  be  approved  prior  to  the  marketing 
of  such  drug  pioducts  would  necessarily 
disrupt  the  distribution  of  important 
human  prescription  drugs,  reduce  compe¬ 
tition  in  a  way  directly  contrary  to  the 
public  interest,  and  serve  no  public  health 
purpose. 

5.  Pre-1962  prescription  drugs  not  re¬ 
viewed  by  the  NAS/NRC:  ’Two  categories 
of  human  prescription  drugs  marketed 
prior  to  1962  were  not  included  in  the 
NAS/NRC  review,  and  therefore  have 
not  been  the  subject  of  DESI  notices. 

There  are  a  small  number  of  prescrip¬ 
tion  drugs  which  were  first  marketed 
prior  to  1038,  whose  current  labeling  con¬ 
tains  the  same  representations  concern¬ 
ing  conditions  of  use  as  it  did  prior  to 
1938,  which  have  never  been  the  subject 
of  an  effective  or  approved  NDA,  and 
which  are  therefore  exempt  from  the  new 
drug  provisions  of  the  law  pursuant  to 
the  grandfather  clauses  contained  in  the 
1938  act  and  the  1962  amendments.  As 
discussed  in  paragraph  35  of  the  pream¬ 
ble  to  the  notice  promulgating  the  pres¬ 
ent  regulations  governing  hearings  for 
new  drugs,  published  in  the  Federal  Reg¬ 
ister  of  March  13, 1974  (39  FR  9750) .  the 
grandfather  clauses  have  been  construed 
narrowly  by  the  Supreme  Ctourt  and  will 
be  applied  very  narrowly  by  the  Commis¬ 
sioner,  so  that  very  few  drug  products  will 
be  recognized  as  grandfathered.  Those 
very  few  drugs  which  qualify  for  this  ex¬ 
emption  are  in  any  event  not  exemi>t 
from  the  adulteration  and  misbranding 
provisions  of  the  law. 

There  are  also  a  small  number  of  drugs 
which  were  the  subject  of  an  effective 
NDA  between  1938  and  1962,  but  which 
were  not  included  in  the  NAS/NRC  re¬ 
view  because  their  manufacturers  failed 
to  submit  the  information  requested  for 
that  review  in  the  Federal  Register  of 
July  9, 1966  (31  FR  9426)  and  October  6, 
1966  (31  FR  13014) ,  or  because  of  admin¬ 
istrative  oversight.  Some  of  the  drug 
products  involved  are  Identical,  related, 
or  similar  to  (irugs  reviewed  by  ^e  NAS/ 
NRC,  and  thus  have  been  included  in 
subeequent  DESI  notices.  About  30 
NDA’s,  however,  have  up  to  this  time  not 
recelv^  a  fun  review  for  effectiveness 
imder  the  1962  amendments. 

6.  ’The  Drug  Listing  Act  of  1972:  By 
May  1972, 102  final  orders  effecting  with¬ 
drawal  of  approval  for  452  NDA’s  had 
been  published.  ’These  orders  also  re¬ 
sulted  in  rnnoval  from  the  market  of  an 
additional  1,473  identical,  related,  or 
similar  drug  products.  However,  the 
Food  and  Drug  Administration  stiU  had 
no  assurance  that  its  implementation 
efforts  were  broadly  effective,  for  a 
census  of  the  market  place  was  not  au¬ 
thorized  by  the  statute. 

On  August  16.  1972,  Congress  enacted 
ttie  Drug  Listing  Act  of  1972,  Pub.  L.  92- 
387,  86  Stat.  559.  It  requires  manufac¬ 
turers  to  submit  to  the  agency  a  list  of 
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all  drug  products  they  market,  including 
data  showing  the  composition  of  the  drug 
products,  their  labeling  and  advertising. 
The  Senate  report  explained  the  neces¬ 
sity  for  this  legislation  (S.  Rept.  92-924, 
92d  Cong.,  2d.  sess.,  at  2) : 

The  effective  enforcement  of  the  drug  pro¬ 
visions  of  the  Act  requires  the  ready  avail¬ 
ability  of  a  current  inventory  of  all  marketed 
drugs.  The  Secretary  is  Just  completing  a 
thorough  review  of  the  effectiveness  of  drugs 
marketed  pursuant  to  new  drug  applications 
during  the  period  193B-1962,  as  required  by 
the  Drug  Amendments  of  1962.  Application 
of  the  results  of  this  important  review  to 
related  drugs  would  be  frustrated  if  a  list 
of  all  marketed  drugs  were  not  easily 
obtained. 

The  first  filing  of  the  drug  lists  by  the 
industry  took  place  during  June  1973, 
pursuant  to  the  regulations  implementing 
this  act,  promulgated  in  the  Federal  Reg¬ 
ister  of  March  7,  1973  (38  FR  6258).  Ac¬ 
cordingly,  the  Food  and  Drug  Adminis¬ 
tration  is  now  compiling  a  complete  list 
of  all  drug  products  manufactured  in 
every  pharmaceuticad  establishment  in 
this  country,  as  well  as  a  complete  list 
of  all  drug  products  manufactured 
abroad  for  marketing  in  this  country. 

7.  Regulations  pertaining  to  over-the- 
counter  drugs:  The  Food  and  Drug  Ad¬ 
ministration  also  concluded  that  it  was 
impossible  for  it  to  apply  the  Drug 
Amendments  of  1962  effectively  to  over- 
the-counter  (OTC)  drugs  on  a  case-by¬ 
case  basis.  There  are  estimated  to  be  be¬ 
tween  100,000  and  500,000  of  these  prod¬ 
ucts,  few  of  which  were  previously 
approved  under  the  act  and  many  of 
which  are  of  questionable  effectiveness. 
Only  420  OTC  drug  products  were  con¬ 
sidered  in  the  NAS/NRC  review.  The 
Food  and  Drug  Administration  does  not 
have  the  resources  to  proceed  against 
these  products  individually,  and  the  time 
consumed  by  litigation  would  deny  the 
public  of  protection  for  many  years  to 
come.  A  procedure  was  therefore  pro¬ 
posed  in  the  Federal  Register  of  Janu¬ 
ary  5,  1972  (37  FR  85)  and  promulgated 
in  the  Federal  Register  of  May  11,  1972 
(37  FR  9464) ,  to  determine  by  rule  mak¬ 
ing,  by  therapeutic  class,  those  OTC  drug 
products  which  are  generally  recognized 
as  safe  and  effective  and  not  misbranded, 
under  the  standards  of  the  act. 

The  procedure,  now  codified  under 
§  330.10,  involves  the  establishment  of 
Independent  expert  panels  for  different 
categories  of  OTC  drugs  to  review  all 
available  data  (including  any  that  manu¬ 
facturers,  consumer  groups,  or  others 
wish  to  submit)  and  prepare  monographs 
prescribing  drug  product  composition 
and  labeling.  Products  cxmforming  to  the 
monograph  will  not  be  considered  to  be 
new  drugs  requiring  an  NDA  or  to  be 
misbranded.  TTie  regulation  provides  for 
substantial  procedural  safeguards  at  the 
administrative  level  (a  hearing  before 
the  expert  panel,  opportunity  to  sutaiit 
cmnments  and  rebuttal  comments  <xi  the 
proposed  monograph,  and  objections  to 
and  hearing  before  the  Commissioner  on 
the  tentative  final  monograph)  and  Ju¬ 
dicial  review  of  the  monograph,  which,  If 
upheld,  could  thereafter  be  enforced  In 
the  courts  as  binding. 


In  order  to  provide  an  opportunity  for 
completion  of  the  OTC  drug  review  be¬ 
fore  implementation  of  any  DESI  find¬ 
ings  related  to  the  420  OTC  drug  prod¬ 
ucts  considered  by  the  NAS/NRC,  for 
which  an  NDA  became  effective  prior  to 
1962,  paragraph  XV  of  the  order  handed 
down  in  American  Public  Health  Ass’n  v. 
Veneman.  349  F.  Supp.  1311  (D.D.C. 
1972) ,  reproduced  in  the  Federal  Regis¬ 
ter  of  D^ember’14,  1972  (37  FR  26623), 
provided  that  OTC  drugs  would  be 
handled  pursuant  to  OTC  drug  review 
procedure  rather  than  the  DESI  pro¬ 
cedure.  Accordingly,  the  Commission¬ 
er  proposed  in  the  Federal  Register 
of  April  20.  1972  (37  FR  7807)  and  pro¬ 
mulgated  in  the  Federal  Register  of 
January  11,  1974  (39  FR  1580),  a  regu¬ 
lation,  now  codified  as  §  330.12,  deferring 
action  on  most  of  the  OTC  drugs  previ¬ 
ously  reviewed  under  DESI  until  the  OTC 
review  covering  those  drugs  is  completed. 

The  use  of  “old  drug  monographs”  for 
OTC  drugs  is  proving  to  be  extremely 
successful.  The  first  old  drug  monograph, 
for  antacid  drugs,  was  the  subject  of  a 
proposal  in  the  Federal  Register  of 
April  5.  1973  (38  FR  8714),  a  tentative 
final  order  published  in  the  Federal 
Register  of  November  12,  1973  (38  FR 
31260) ,  an  oral  hearing  before  the  Com¬ 
missioner  announced  in  the  Federal 
Register  of  January  8, 1974  (39  FR  1359) , 
and  a  final  monograph  published  in  the 
Federal  Register  of  June  4,  1974  (39  FR 
19862).  Upon  promulgation  of  the  final 
monograph,  a  notice  of  opportunity  for 
hearing  on  OTC  antacids  was  published 
in  the  Federal  Register  of  June  4,  1974 
(39  FR  19882)  proposing  to  withdraw  ap¬ 
proval  of  all  NDA’s  not  in  ocmipliance 
with  the  monograph,  and  such  with¬ 
drawal  of  approval  was  published  in  the 
Federal  Register  of  November  8,  1974 
(39  FR  39591).  A  monograph  for  topical 
antimicrobial  drugs  has  been  proposed  in 
the  Federal  Register  of  September  13, 
1974  (39  FR  33103)  and  for  laxative, 
antidiarrheal,  emetic,  and  antiemetic 
drugs  in  the  Federal  Register  of  March 
21,  1975  (40  FR  12902) ,  and  other  mono¬ 
graphs  will  be  proposed  shortly. 

8.  Old  drug  monographs  for  human 
prescription  drugs:  ffliorUy  after  imple¬ 
menting  the  old  drug  monograph  ap¬ 
proach  for  OTC  drug  products,  the  Food 
and  Drug  Administration  concluded  in 
1972  that  use  of  old  drug  monographs 
should  be  explained,  with  appropriate 
modification,  to  human  prescription 
drugs.  At  about  the  same  time,  the  United 
States  Ctourt  of  Appeals  for  the  Fourth 
Circuit  handed  down  decisions  in  three 
cases,  the  net  result  of  which  would 
have  denied  to  the  Pood  and  Drug  Ad¬ 
ministration  the  authority  to  apply  the 
DESI  program  to  identical,  related,  or 
similar  drug  products  or  to  issue  notices 
and  regulations  determining  the  new 
drug/old  drug  status  of  drug  products. 
Accordingly,  it  was  determined  that  de¬ 
velopment  of  an  old  drug  monograph 
system  for  the  regulation  of  human  pre¬ 
scription  drugs  should  await  the  decision 
of  the  United  States  Supreme  Court  in 
these  cases. 

On  June  18,  1973,  the  Supreme  Court 
handed  down  four  decisions  interpreting 


the  1962  amendments:  Weinberger  v. 
Hynson,  Westcott  &  Dunning,  Inc.,  412 

U. S.  609  (1973);  Ciba  Corp.  v.  Wein¬ 
berger,  412  U.S.  640  (1973);  Weinberger 

V.  Bentex  Pharmaceuticals.  Inc.,  412  U.S. 
645  (1973);  and  VSV  Pharmaceutical 
Corp.  V.  Weinberger,  412  U.S.  655  (1973). 
The  Supreme  Court  broadly  sustained 
the  Food  and  Drug  Administration’s  ap¬ 
plication  of  all  DESI  notices  to  Identical, 
related,  or  similar  drug  products  and  up¬ 
held  the  agency’s  primary  Jurisdiction 
to  determine  the  status  of  drugs  imder 
the  act,  subject  to  Judicial  review. 

On  the  basis  of  these  court  decisions, 
the  Pood  and  Drug  Administration  con¬ 
cluded  to  proceed  with  the  development 
of  an  old  drug  monograph  system  for 
regulating  human  prescription  diugs. 
’The  concepts  involv^  were  widely  dis¬ 
cussed,  and  were  the  subject  of  public 
speeches.  See,  e.g.,  McEnlry,  “Drug  Mon¬ 
ographs,”  Food  Drug  Cosmetic  Law 
Journal  29(3)  :166  (March  1974),  a 
speech  delivered  by  the  Assistant  to  the 
Director  for  Regulatory  Affairs,  Bui-eau 
of  Drugs,  at  the  Annual  Pood  and  Drug 
Administration-Pood  and  Drug  Law  In¬ 
stitute  Conference.  Since  then,  the  pro¬ 
cedural  regulations  necessary  to  imple¬ 
ment  this  new  system  have  been  drafted 
but,  because  of  other  high  priority  mat¬ 
ters  that  have  arisen  in  the  past  year, 
have  not  yet  been  published  in  the  Fed¬ 
eral  Register.  The  Commissioner  antic¬ 
ipates  that  these  regulations  will  be 
published  as  a  proposal  in  the  near 
future. 

9.  Proof  of  bioequivalence:  In  the 
Federal  Register  of  January  5,  1973  (38 
FR  885) ,  the  Commissioner  issued  a  pro¬ 
posed  regulation  on  bioavailability  re¬ 
quirements  for  human  prescription 
drugs.  Under  this  proposal,  bioavailabil¬ 
ity  requirements  would  be  established 
for  all  new  chemical  entities  for  which 
an  NDA  is  sutoiitted,  and  for  those 
previously  approved  drugs  for  which  a 
notice  specifically  requiring  bioequiva¬ 
lence  testing  is  published  in  the  Federal 
Register. 

Subsequent  to  the  publication  of  this 
proposal,  the  Food  and  Drug  Adminis¬ 
tration  has  spent  a  siffistantial  amoimt 
of  time  and  effort  in  reviewing  both  the 
need  for  bioavallabllity  and  bioequiva¬ 
lence  testing  for  specific  drugs,  and  the 
procedures  by  which  this  should  be  re¬ 
quired.  Elsewhere  in  this  issue  of  the 
Federal  Register  the  Commissioner  is 
publishing  a  proposed  regulation  on  bio- 
availability  testing  for  new  chemical  en¬ 
tities,  together  with  a  proposed  regula¬ 
tion  for  establishing  a  bioequivalence  re¬ 
quirement  for  those  human  prescription 
drugs  already  marketed  for  which  there 
is  a  known  or  suspected  bioequh’alence 
problem.  An  abbreviated  NDA  will  be 
required  for  £dl  drug  products  evaluated 
as  effective  in  the  drug  efficacy  study  for 
which  a  bioequivalence  requirement  is 
established. 

n.  Future  Policy 

The  Commissioner  has  carefully  re¬ 
viewed  the  agency’s  experience  and  pro¬ 
cedures  since  1938  In  exercising  its  reg¬ 
ulatory  control  over  human  prescription 
drugs.  Now  that  implementation  of  the 
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effectiveness  provisions  of  the  Drug 
Amendments  of  1962  is  nearing  comple¬ 
tion.  it  is  apparent  that  a  clear  policy 
must  be  established  for  handling  such 
matters  in  the  future. 

Since  enactment  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act,  the  Food  and 
Ding  Administration  has  recognized  that 
it  is  essential  to  soimd  administration  of 
the  new  drug  provisions  of  the  law  that 
a  mechanism  be  established  to  distin¬ 
guish  between  those  drugs  which  require 
both  premarket  and  postmarket  approval 
of  changes  in  order  to  assure  protec¬ 
tion  of  the  public  health,  and  those  drugs 
for  which  such  approval  can  be  replaced 
with  general  surveillance  and  monitoring 
controls  without  loss  of  public  protec¬ 
tion.  This  distinction  is  necessary  both  in 
light  of  the  specific  terms  of  the  statute 
and  efficient  use  of  agency  resources.  A 
requirement  that  every  human  prescrip¬ 
tion  drug  product  be  the  subject  of  an 
approved  full  or  abbreviated  NDA,  thus 
requiring  also  the  submission  of  a  sup¬ 
plemental  NDA  for  every  change,  is 
neither  required  by  public  health  con¬ 
siderations  nor  pennitted  by  law. 

The  Cmnmissioner  concludes  that  the 
S3rstem  of  making  "old  drug"  determina¬ 
tions  by  letter,  which  prevailed  from 
1938  until  all  such  letters  were  revoked 
in  1968,  Is  clearly  inadequate.  Any  such 
determinations  can  properly  be  made 
only  through  publication  in  the  Federal 
Register,  which  will  assure  that  all  such 
determinations  will  be -a  matter  of  pub¬ 
lic  record  and  that  all  competing  prod¬ 
ucts  will  be  handled  in  a  uniform  way. 

The  Commissioner  recognizes  that  ab¬ 
breviated  NDA’s  have  been  used,  since 
1968,  as  a  partial  substitute  for  old  drug 
determinations.  Since  their  Inception,  it 
has  been  well  imderstood  that  an  abbre¬ 
viated  NDA  is  appropriate  (mly  for  those 
drugs  which,  from  a  generic  standpoint, 
are  general^  recognized  as  safe  and 
effective  when  they  are  properly  labeled 
and  manufactured.  The  submission  of 
an  abbreviated  NDA  has  thus  been  re- 
qvdred  only  to  assure  the  quality  of  drug 
products  and  their  proper  labeling  and 
manufacture,  not  to  show  the  basic  safety 
and  effectiveness  of  the  generic  chemical 
entity  involved. 

The  Commlssicmer  has  carefully  re¬ 
viewed  the  agency’s  experience  with  the 
use  of  abbreviated  NDA’s  pursuant  to  the 
notice  of  July  14,  1970  (35  FR  11273)  and 
the  DE:6I  notices  published  to  date,  and 
has  determined  that  their  purpose  can 
best  be  served  by  a  new  approach  to  the 
regulatory  control  of  human  prescription 
drugs. 

With  respect  to  assuring  drug  quality, 
the  Commissioner  has  concluded  that, 
except  for  those  drugs  for  which  there 
is  evidence  or  good  reason  to  believe  that 
a  bioequivalence  or  special  manufactur¬ 
ing  problem  exists,  the  agency’s  surveil¬ 
lance  and  monitoring  programs  are  suf¬ 
ficient  to  protect  the  public  health.  These 
programs  include  plant  inspection  to  en¬ 
force  current  good  manufacturing  prac¬ 
tice  ccmtrols,  systematic  analysis  of  mar¬ 
keted  drug  products,  and  a  product  de¬ 
fect  r^?ortl^  system. 

Section  510(h)  of  the  act  requires  that 
every  drug  firm  be  Injected  every  2 


years.  Such  inspections  are  done  pri¬ 
marily  to  determine  whether  the  plant 
is  operating  in  ccanpliance  with  the  cur¬ 
rent  good  manufacturing  practices 
(GMP)  regulations  set  forth  in  Part  211. 
These  regulations  specify  the  bcuslc 
standards  to  which  a  drug  manufacturer 
must  adhere  in  order  to  control  his  pro¬ 
duction  process. 

Considerable  effort  is  being  devoted  to 
Improving  these  regulations.  A  draft  of 
proposed  revisions  to  the  regulations  is 
on  display  in  the  office  of  the  Hearing 
Clerk,  as  announced  in  the  Federal 
Register  of  March  19,  1975  (40  FR 
12535),  and  will  be  published  as  a  pro¬ 
posal  in  the  Federal  Register  in  the  near 
future.  Among  the  principal  changes  in 
these  regulations  will  be  that  manufac¬ 
turing  and  control  operations  must  be 
described  in  written  procedures,  appro¬ 
priate  statistical  sampling  techniques 
must  be  followed  in  quality  control  tot¬ 
ing.  a  quality  control  unit  must  be  estab¬ 
lished  with  a  director  who  reports  to 
management  Independent  from  those  re¬ 
sponsible  for  production,  all  drug  prcxl- 
ucts  must  carry  an  expiration  date  on 
their  labels,  no  penicillin  contamination 
will  be  permitted  in  nonpenicillin  prod¬ 
ucts.  and  a  new  section  on  sanitation  will 
be  added. 

The  Food  and  Drug  Administration  is 
also  giving  priority  attention  to  the  de¬ 
velopment  of  separate  OMP  regulations 
for  specific  processes  such  as  the  produc¬ 
tion  of  large  volume  parenterals,  tablets 
or  capsules,  medicinal  gases,  and  radio¬ 
pharmaceuticals,  and  for  manufacturers 
of  bulk  drugs  and  for  repackers  and 
relabelers. 

While  there  are  some  8,000  drug  firms 
registered  with  the  Food  and  Drug  Ad¬ 
ministration,  the  number  of  prescription 
drug  manufacturers  is  much  lower.  ’There 
are  approximately  400  basic  manufac¬ 
turers  of  prescription  drugs  in  the  coun¬ 
try,  and  each  of  these  is  inspected  at  least 
every  2  years.  The  larger  manufacturers 
are  inspected  more  frequently,  as  they 
should  be  in  view  of  their  market  impact. 

The  Food  and  Drug  Administration 
also  conducts  a  surveillance,  program  of 
marketed  drug  products  to  determine 
their  adherence  to  compendial  and  other 
standards.  The  analytical  work  under 
this  program  is  carried  out  by  the 
agency’s  National  Center  for  Drug  Anal¬ 
ysis  in  St.  Louis,  MO.  and  by  its  19  field 
laboratories.  Where  feasible,  drugs  of 
siTniiftr  composition  are  assigned  to  a 
single  laboratory  for  analysis  to  permit 
the  use  of  modern  automated  testing 
methods  and  thus  Increase  laboratory 
efficiency  and  reliability.  Diurlng  fiscal 
year  1975,  the  agency  will  analyze  over 
20,000  human  drug  product  samples 
which  requires  approximately  250,000  in¬ 
dividual  assays.  In  general,  the  agency 
has  found  that  only  a  small  percentage 
of  drug  products  are  not  in  compliance 
with  official  standards  and  require 
regulatory  action. 

When  these  monitoring  activities  re¬ 
veal  problems  with  an  entire  class  or  type 
of  drug,  specific  Intensive  programs  are 
established.  The  drug  classes  that  have 
been  studied  in  this  sampling  program 
Include  diuretics,  antlarn^ymlcs,  anti¬ 


convulsants,  antibacterials,  tranquilizers, 
oral  hypoglycemlcs,  bronchodllators, 
anti-inflammatories,  antihistamines, 
coronary .  vasodilators,  and  sedatives. 
While  some  individual  products  have 
failed  to  meet  standards,  the  agency  does 
not  have  evidence  of  any  widespread  in¬ 
dustry  problems  in  meeting  appropriate 
standards  of  identity,  purity,  or  potency. 

Batches  of  antibiotics  and  of  Insulin 
are  certified  by  the  Food  and  Drug  Ad¬ 
ministration  before  they  are  released. 
Such  batches  are  now  t^ted  to  assure, 
among  other  things,  their  potency, 
purity,  and  sterility.  In  the  future,  test¬ 
ing  will  include  dissolution  rates  as  re¬ 
quirements  are  established.  ’The  agency 
certifies  approximately  20,000  batches  of 
antibiotics  and  600  batches  of  Insulin 
each  year.  The  overah  rejection  rate  is 
less  than  1  percent,  indicating  a  high 
degree  of  industry  performance  in  this 
area. 

Although  the  Food  and  Drug  Adminis¬ 
tration  has  the  authority  to  use  court  en- 
f(N*cement  measures  such  as  seizure  or 
injunction  to  remove  defective  drug  prod¬ 
ucts  from  the  marketplace,  such  action  is 
relatively  uncommon  today.  Currently, 
the  usual  means  of  removing  products 
fnxn  the  market  is  the  recall.  A  list  of  all 
recalls  of  drug  products  in  fiscal  year 
1974  and  through  February  28  in  fiscal 
year  1975  with  an  actual  or  potential 
hazard  to  health  which  Involved  a  quality 
control  problem  has  been  placed  on  pub¬ 
lic  display  in  the  office  of  the  Hearing 
Clerk,  F(^  and  Drug  Administration. 
’The  list  Includes  130  such  recalls  for  fiscal 
year  1974,  and  94  for  the  first  8  months 
of  fiscal  year  1975.  ’The  list  reveals  the 
names  of  many  large  and  small  manu¬ 
facturers,  and  the  agency  is  unable  to 
conclude  from  this  list  that  there  is  any 
clear  difference  between  these  two  groups 
based  on  recalls. 

As  the  recall  list  reveals,  mistakes  do 
occur  and  defective  products  may  on 
occasion  appear  on  the  market  It  is. 
therefore,  important  that  the  Food  and 
Drug  Administration  have  a  mechanism 
for  identifying  such  products  rapidly.  In 
1970,  the  agency  established  a  Product 
Defect  Reporting  System  to  accomplish 
this.  ’The  system  relies  on  practicing 
pharmacists  and  nurses  in  hospitals,  and 
pharmacists  in  community  pharmacies 
who  r^?ort  defects  such  as  deformed 
tablets,  leaky  vials,  and  cloudy  solutions 
to  the  Unit^  States  Pharmacopeia  and 
the  agency.  To  date,  over  13,000  such  re¬ 
ports  have  been  received.  Recalls  and 
plant  inspections  are  frequently  precipi¬ 
tated  by  the  reports.  The  data  in  this 
system  do  not  reveal  any  clear  differences 
between  various  segments  of  the 
prescription  drug  Industry. 

Experience  during  the  past  6  years  has 
demonstrated  that  the  submission  to  the 
agency  of  the  outline  of  information  on 
manufacturing  methods  and  controls 
presently  required  In  abbreviated  NDA’s 
is  either  unnecessary  or  Inadequate  to 
assure  the  safety  and  effectiveness  of 
drug  products.  For  the  vast  majority  of 
dn^,  where  there  Is  no  bloequhralence 
or  sp^al  manufacturing  problem,  the 
Food  and  Drug  Adminlstraticn  can  prop¬ 
erly  rely  upcm  the  customary  mcmitoring 
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and  surveillance  activities  described 
above.  For  those  drugs  for  which  there 
is  a  known  or  suspected  bioequivalence 
or  special  manufacturing  problem,  full 
information  on  manufactiulng  controls 
is  needed  as  part  of  an  abbreviated  NDA, 
and  §  314.1(f)  (21  CFR  314.1(f) )  will  be 
amended  accordingly.  The  requirements 
applicable  to  all  prescription  drugs  will, 
of  course,  be  refined  and  strengthened 
over  a  period  of  time. 

The  Commissioner  recognizes  that  it  is 
essential  that  important  information  re¬ 
lating  to  all  human  prescription  drugs  be 
reported  to  the  Food  and  Drug  Admin¬ 
istration.  Tw’o  statutory  provisions  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  permit  the  agency  to  obtain  such 
information;  section  505(j),  relating  to 
new  drugs;  and  section  704,  relating  to 
all  prescription  drugs.  Because  it  is  es¬ 
sential  to  obtain  such  reports  in  order 
to  assure  the  safety  and  effectiveness 
of  a  drug,  the  Cwnmissioner  concludes 
that  a  prescription  drug  product  can  be 
determined  to  be  generally  recognized  as 
safe  and  effective  only  if  tlic  reports  spe¬ 
cified  in  J  310.300(b)  (1)  and  (2)  (21 
CFR  310.300(b)  (1)  and  (2))  as  requir¬ 
ing  submission  immediately  or  within  15 
working  days,  continue  to  be  submitted. 
Any  drug  product  for  which  such  sub¬ 
missions  are  not  made  will  be  regarded  as 
a  new  drug,  subject  to  the  requirement 
for  an  approved  NDA,  and  thus  subject  to 
immediate  regvilatory  action  for  removal 
from  the  market. 

Moreover,  section  704(a)  of  the  act 
permits  the  Food  and  Drug  Administra¬ 
tion  to  obtain  all  such  records  upon 
factory  inspection.  Section  704(a)  distin¬ 
guishes  between  physical  entry  of  an  es¬ 
tablishment  for  inspection  of  the  prem¬ 
ises,  and  inspection  of  records  which  are 
maintained  by  an  estabUshment.  Phys¬ 
ical  entry  is  not  required  to  inspect  rec¬ 
ords,  which  are  readily  removable  from 
an  establishment.  In  the  Commissioner’s 
opinion,  the  law  presently  permits  the 
adoption  of  a  requir«nent  for  submis¬ 
sion  of  such  records  directly  to  the  Food 
and  Drug  Administration,  rath^*  than 
requiring  agency  representatives  to  visit 
each  facility  in  order  to  obtain  such 
records.  Accordingly,  a  requirement  of 
periodic  submission  to  the  agency  of  the 
specific  type  of  information  described  in 
§  310.300(b)  (1)  and  (2)  is  also  author¬ 
ized  by  the  statutoir  authority  contained 
in  section  704(a). 

With  respect  to  assuring  proper  drug 
labeling,  each  DESI  notice  has  specified 
those  indications  for  which  a  drug  has 
been  proved  safe  and  effective.  The  Com¬ 
missioner  has  Issued  a  proposed  regula¬ 
tion,  published  in  the  Federal  Register 
of  April  7,  1976  (40  FR J5392),  to  estab¬ 
lish  a  new  uniform  format  for  human 
prescription  drug  labeling.  In  addition. 
Part  207  of  the  regvdations,  which  gov¬ 
erns  drug  establishment  registration  and 
drug  product  listing,  now  requires  pur¬ 
suant  to  the  Drug  Listing  Act  of  1972 
that  the  Food  and  Drug  Administration 
be  informed  of  each  newly  marketed  drug 
product,  and  that  the  labeling  for  each 
listed  drug  product  be  submitted  to  the 
Food  and  Drug  Administration  as  part  of 


the  information  required  imder  the  law. 
It  is  therefore  apparent  that  an  abbre¬ 
viated  NDA  is  no  longer  the  most  appro¬ 
priate  or  efficient  means  of  assuring  that 
drug  product  labeling  complies  with  all 
legal  requirements. 

Ultimately,  the  labeling  of  most  human 
prescription  drugs  will  be  controlled 
through  the  promulgation  of  old  drug 
monographs.  The  promulgation  of  such 
monographs  will,  however,  take  several 
years.  The  Commissioner  concludes  that, 
if  a  specific  problem  develops  with  re¬ 
spect  to  a  class  of  drugs  or  a  particular 
drug  product,  the  Commissioner  will 
either  amend  the  applicable  DESI  no¬ 
tices  to  assure  proper  labeling  for  all  such 
drug  products  or  will  bring  direct  regu¬ 
latory  action  against  the  drug  product 
which  is  improperly  labeled. 

Accordingly,  rather  than  require  an 
abbreviated  NDA  for  all  DESI  drugs 
found  to  be  safe  and  effective,  the  Com¬ 
missioner  has  concluded  that  this  form 
of  regulatory  control  should  be  reserved 
for  those  drugs  for  which  there  is  evi¬ 
dence  or  good  reason  to  believe  that  a 
bioequivalence  or  special  manufacturing 
problem  exists.  For  those  drugs  for  which 
there  is  no  known  or  suspected  bioequiva¬ 
lence  or  special  manufacturing  problem, 
the  agency  will  no  longer  require  an  ab¬ 
breviated  NDA.  The  Commissioner  con¬ 
cludes  that  this  form  of  control  consti¬ 
tutes  a  more  efficient  allocation  of  the 
Food  and  Drug  Administration’s  re- 
somces  by  restricting  the  use  of  abbre¬ 
viated  NDA’s  to  those  drug  products  for 
which  affirmative  marketing  approval  Is 
necessary,  while  continuing  to  assure, 
through  other  means,  the  quality  and 
labeling  of  those  drug  products  which 
do  not  require  such  close  control. 

Of  comse,  the  Commissioner  may.  in 
the  future,  receive  Information  which 
indicates  that  a  bioequivalence  or  special 
manufacturing  problem  exists  with  re¬ 
spect  to  a  drug  that  is  not  then  subject 
to  an  abbreviated  NDA.  At  that  time,  an 
appropriate  notice  will  announce  the  re¬ 
quirement  for  an  abbreviated  NDA  for 
all  drug  products  involved,  and  will  es¬ 
tablish  reasonable  transition  provisions 
depending  upon  the  circumstances  in¬ 
volved. 

The  failure  of  the  agency  clearly  to 
distinguish  between  those  DESI  drugs 
which  raise  bioequivalence  or  special 
manufacturing  problems  and  thus  re¬ 
quire  special  regulatory  controls  through 
an  abbreviated  NDA,  and  those  for  which 
all  available  evidence  indicates  that  no 
such  problems  exist,  has  contributed  sub¬ 
stantially  to  the  present  inefficiencies  in 
handling  the  regulation  of  human  pre¬ 
scription  drugs.  It  is  apparent  to  the 
Commissioner  that,  rather  than  expend 
agency  resources  equally  on  those  drugs 
which  do  raise  serious  problems  and  those 
which  do  not,  it  is  far  more  effective  to 
concentrate  agency  resources  on  the 
former  and  to  exert  only  that  degree  of 
regulatory  control  over  the  latter  that  is 
necessary  to  monitor  compliance  with  the 
law. 

The  Commissioner  notes  that  eliminat¬ 
ing  the  requirement  for  an  abbreviated 
NDA  for  the  vast  majority  of  effective 
drugs  covered  by  a  DESI  notice  will  also 


automatically  eliminate  the  requirement 
for  any  supplemental  NDA’s  to  be  sub¬ 
mitted  by  the  manufacturers  who  hold 
the  pioneer  NDA’s  or  by  any  other  per¬ 
sons  who  have  alre£idy  submitted  or  re¬ 
ceived  approval  of  full  or  abbreviated 
NDA’s  for  those  drugs.  Accordingly,  for 
those  drugs  which  no  longer  require  a 
full  or  abbreviated  NDA,  the  only  sub¬ 
missions  that  need  be  made  in  the  future 
by  any  manufacturer  will  be  those  spec¬ 
ified  by  regulation  or  in  the  applicable 
DESI  notice.  Including  any  amendment 
or  supplement  to  such  notice.  Existing 
NDA’s  for  those  drugs  are  no  longer  oper¬ 
ative  and  will  be  held  in  abeyance  in  the 
agency’s  files  unless  and  until  the  Com¬ 
missioner  concludes  that  they  are  once 
again  regarded  as  new  drugs,  in  which 
case  they  will  be  reactivated. 

The  Commissioner  is  aware  that  the 
manufacturer  who  holds  the  “pioneer” 
NDA  for  a  drug  may  well  have  an  eco¬ 
nomic  interest  in  retaining  the  new  drug 
status  of  that  drug.  As  long  as  either  a 
full  or  an  abbreviated  NDA  is  required, 
entry  into  the  market  place,  and  thus  in¬ 
creased  competition,  will  be  impeded.  ’The 
Commissioner  concludes  that  it  was  not 
the  intention  of  Congress  that  section 
505  of  the  act  would  be  used  as  an  eco¬ 
nomic  trade  barrier.  It  is  in  the  public 
interest,  and  consistent  with  the  purpose 
of  the  act,  to  permit  the  marketing  of 
drugs  with  the  least  restrictions  neces¬ 
sary  to  assure  their  safety  and  effective¬ 
ness.  The  (Commissioner  concludes  that 
this  is  an  additional  reason  why  the  prior 
requirements  relating  to  abbreviated  and 
full  NDA’s  for  DESI  drugs  should  be  re¬ 
evaluated  and  revised  at  this  time.  ’The 
new  conditions  for  marketing  discussed 
above  Incorporate  the  minimum  restric¬ 
tions  (m  comp>etition  that  are  consistent 
with  assuring  safe  and  effective  drugs  to 
the  public. 

The  C(»nmissioner  similarly  advises 
that  the  patent  status  of  a  drug  is  not 
relevant  to  its  status  under  the  new  drug 
provisions  of  the  act.  The  fact  that  a 
drug  is  still  subject  to  a  patent,  or  Is  no 
longer  subject  to  a  patent,  will  not  In- 
fiuence  a  determination  of  whether  a  full 
or  abbreviated  NDA  Is  or  is  not  required. 
Such  a  determination  will  be  based  solely 
upon  the  conditions  necessary  to  assure 
the  safety  and  effectiveness  of  the  drug. 
Accordingly,  It  is  entirely  possible  that,  in 
some  circumstances,  it  will  be  determined 
that  a  drug  which  is  subject  to  a  patent 
no  longer  requires  a  full  or  an  abbrevi¬ 
ated  NDA.  Similarly,  Uie  agency  will  re¬ 
view  and  act  upon  a  full  or  abbreviated 
NDA  regardless  of  any  patent  issues. 
Such  agency  action  does  not  cmistitute  a 
determination  that  identical,  related,  or 
similar  drug  products  may  or  may  not 
lawfully  be  marketed  under  the  patent 
laws.  Whether  a  particular  patent  oper¬ 
ates  to  prohibit  the  marketing  of  a  par¬ 
ticular  identical,  related,  or  similar  drug 
product  must  be  determined  by  the 
courts  and  is  not  within  the  jurisdiction 
of  the  Food  and  Drug  Administration. 

It  is  therefore  apparent  that  the  Food 
and  Drug  Administration  is  now  in  an  in¬ 
terim  period,  between  the  policy  in  effect 
since  1968,  imder  which  virtually  all 
human  prescription  drugs  were  regarded 
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as  new  drugs  requiring  an  NDA  of  some 
form  (whether  full  or  abbreviated) ,  and 
the  new  policy  under  which  a  clear  dis¬ 
tinction  will  be  made  between  those 
drugs  requiring  a  full  NDA,  those  drugs 
requiring  am  abbreviated  l^A  because 
there  is  evidence  of  or  good  reas<m  to 
believe  that  a  bioequivalence  or  special 
manufacturing  problem  exists,  and  those 
drugs  which  may  lawfully  be  marketed 
without  any  form  of  premarket  approval 
pursuant  to  an  old  drug  monograph.  It 
is  impossible  to  develop,  propose,  and 
promulgate  bioequlval^ce  or  special 
manufacturing  requirements  and  old 
drug  monographs  for  the  many  human 
prescription  drugs  for  which  they  are 
now  appropriate,  in  any  short  period  of 
time.  Accordingly,  it  is  essential  that 
clear  interim  rules  be  established  for  dif¬ 
ferentiating  between  these  three  cate¬ 
gories  of  drugs,  and  for  the  regulatory 
control  of  these  drugs  pending  the  estab¬ 
lishment  of  bioequivalence  and  special 
manufacturing  requirements  and  old 
drug  monographs. 

The  Commissioner  has  concluded  that 
a  three-step  process  is  necessary  in  order 
to  proceed  vdth  implementation  of  this 
new  pcriicy  In  an  orderly  way. 

1.  First,  It  is  essential  to  establish  an 
interim  enforcement  policy  with  respect 
to  marketing  any  hiunan  prescription 
drug  product  which  was  evaluated  by  the 
NAS/NRC  and  determined  by  the  agency 
in  a  DESI  notice  published  prior  to  the 
date  of  publication  of  this  notice  in  the 
Federal  Register  to  be  effective  for  one 
or  mme  Indications  for  use.  Such  a  pol¬ 
icy  Is  established  in  division  m  of  this 
notice. 

The  Interim  enforcement  policy  super¬ 
sedes  and  revokes  the  notice  of  July  14, 
1970  (35  FR  11273),  and  establishes 
agency  enforcement  policy  with  respect 
to  effective  drugs  subject  to  a  DESI  no¬ 
tice  against  which  the  Food  and  Drug 
Administration  will  and  will  not  Insti¬ 
tute  enforcement  action  In  the  courts 
for  lack  of  a  full  or  abbreviated  NDA. 
Because  It  Is  simply  a  statement  of  en¬ 
forcement  policy,  it  Imposes  no  new 
legal  requirements  and  will  serve  only  as 
an  Interim  measure  imtil  the  regulation 
proposed  in  division  TV  of  this  notice  is 
promulgated  in  final  form. 

The  Interim  enforcement  policy  lists 
those  human  prescription  drugs  for 
which  the  Commissioner  presently  has 
information  Indicating  that  there  is  a 
known  or  potential  bioequivalence  or 
special  manufacturing  problem,  and  for 
which  an  abbreviated  NDA  will  be  re¬ 
quired  In  the  futiu^.  These  lists  do  not, 
however.  Impose  any  immediate  require¬ 
ment  with  respect  either  to  submis¬ 
sion  or  to  approval  of  an  abbreviated 
|NDA.  Specific  bioequivalence  require¬ 
ments  will  be  established  on  an  In^vid- 
ual  drug  basis  in  future  Federal  Reg¬ 
ister  notices.  Regulations  setting  out 
those  classes  of  drug  products  for  which 
there  Is  a  known  or  potential  special 
manufacturing  problem  and  which  re¬ 
quire  the  submission  and  approval  of  an 
abbreviated  NDA  will  also  be  proposed 
In  the  future.  Pending  publication  of 
those  requirements,  a  manufacturer  of 


one  of  the  drugs  listed  In  the  interim 
enforcement  notice  should  take  all  other 
steps  in  preparation  for  submitting  an 
abbreviated  NDA.  All  of  the  information 
required  for  such  a  submission  should 
be  gathered  at  this  time.  Elsewhere  In 
this  issue  of  the  Federal  Register  the 
Commissioner  is  proposing  that  §  314.1 
(f)  be  revised  to  require  the  same  in¬ 
formation  in  an  abbreviated  NDA  with 
respect  to  the  labeling,  composition,  and 
facilities  and  controls  used  for  manu¬ 
facturing,  processing,  and  packaging,  as 
is  required  in  paragraidis  4  through  8 
of  the  NDA  Form  FD-356H  set  out  in 
S  314.1(c)  (2).  It  is  also  pr(^x)sed  that 
§  314.1(f)  be  revised  to  require  batch- 
to-batch  testing  and  certification  by  the 
Food  and  Drug  Administration  where 
necessary  to  assure  the  safety  and  effec¬ 
tiveness  of  a  drug  product. 

In  addition,  for  those  drugs  listed  as 
requiring  an  in  vivo  bioavailability  study, 
the  manufacturer  should  immediately 
imdertake  the  human  testing  necessary 
to  devel<n>  such  data.  Any  manufacturer 
may  obtain  frcan  the  Bureau  of  Drugs, 
Food  and  Drug  Administration,  infcnma- 
tlon  on  the  testing  necessary  to  satisfy 
this  requirement  for  in  vivo  bioavallabil- 
ity  data  for  these  specific  drugs.  AU  other 
drugs  listed  as  requiring  bioequivalence 
data  will  be  subject  to  the  in  vitro  blo- 
equlvalence  testing  requirements  to  be 
promulgated  for  each  such  drugs,  but  It 
is  not  anticipated  at  this  time  that  in  vivo 
bloavallabillty  testing  will  be  required 
for  these  drugs.  If  it  should  later  be  de¬ 
termined  that  in  vivo  testing  will  also  be 
required  for  additional  drugs,  the  Cmn- 
missionea:  will  amend  the  regulations 
accordingly. 

Upon  establishment  of  a  bioequlva- 
lence  requirement  for  a  human  prescrip¬ 
tion  drug  pursuant  to  the  procedures  in 
S  320.3  (published  as  a  proposal  else¬ 
where  in  this  issue  of  the  Federal  Regis¬ 
ter)  governing  these  requirements,  the 
submission  and  approval  of  an  abbrevi¬ 
ated  NDA  will  also  be  required  except  for 
grandfathered  drugs.  Unless  ^eclfled 
otherwise  in  a  Federal  Register  notice, 
the  abbreviated  NDA  must  be  submitted 
within  60  days  after  the  bioequivalence 
requirement  is  established.  The  product 
may  remain  on  the  market  unless  and 
until  the  abbreviated  NDA  is  disap¬ 
proved. 

The  same  procedures  will  be  applicable 
upon  establishment  of  a  requirement  for 
the  submission  and  approval  of  an  ab¬ 
breviated  NDA  for  drug  products  for 
which  there  is  a  known  or  potential 
manufactiuring  problem.  The  Commis¬ 
sioner  in  the  near  futme  will  propose  a 
regulation  setting  out  classes  of  drug 
prodTKts  which  present  special  manufac- 
tmdng  problems,  e.g.,  small  volume  par- 
entmds  for  intrathecal  or  intraventricu¬ 
lar  use  and  extracts  of  biological  prepa¬ 
rations.  The  proposed  regulation  will  also 
list  drug  products  in  each  of  the  classes 
which  were  evaluated  as  effective  for  at 
least  one  indication  In  the  drug  efficacy 
study.  When  the  final  regulation  is  pro¬ 
mulgated,  submission  and  approval  of  an 
abbreviated  NDA  will  be  required  for 
marketing  any  of  these  drug  products. 
The  regulation  will  state  the  time  within 


which  the  abbreviated  NDA  must  be  sub¬ 
mitted.  The  drug  mroduct  evaluated  as 
effective  in  the  drug  efficacy  study  may 
remain  <m  the  market  unless  and  until 
the  abbreviated  NDA  is  disapproved. 

If  the  abbreviated  NDA  is  disapproved, 
it  is  subject  to  the  same  procedural  re¬ 
quirements  that  aiH>ly  up<m  disapproval 
of  any  other  NDA.  Because  it  constitutes 
disapproval  of  an  NDA.  rather  than  with¬ 
drawal  of  approval,  however,  the  drug 
product  invcdved  can  no  longer  be  mar¬ 
keted  as  of  the  moment  of  disapproval 
unless  the  Commlssi<mer  concludes,  in 
his  discretion,  to  stay  disapproval  with 
respect  to  the  specific  drug  product  in¬ 
volved. 

Those  drugs  which  have  been  evaluat¬ 
ed  as  Elective  pursuant  to  a  DESI  no¬ 
tice,  but  which  also  have  less  than  effec¬ 
tive  hidications  on  which  there  has  been 
no  final  determination  made,  may  con¬ 
tinue  to  use  those  less-than-effective 
claims  until  such  a  determination  Is 
made.  Labeling  and  advertising  for  dn^ 
products  with  such  claims  wUl  continue 
to  be  subject  to  the  box  warning  require- 
m«it  in  i  201.200.  When  an  abbreviated 
or  supplemental  NDA  is  required  because 
of  known  or  potential  bioequivalence  or 
special  manufacturing  problems,  mar¬ 
keting  of  the  drug  will  be  permitted  by 
letter  from  the  agency  in  lieu  of  iq>- 
proval  of  the  abbreviated  or  supplemen¬ 
tal  NDA,  pending  a  final  determination 
on  the  validity  of  those  less-than-effec- 
tive  claims.  This  is  the  same  procedure 
now  used  in  i  314.8(g)  of  the  regulations 
for  supplemental  NDA’s  for  DESI  drugs. 

Those  drugs  reviewed  by  the  NAS/ 
NRC  for  which  there  is  presently  no 
DESI  notice  determining  that  any  claim 
is  effective,  are  not  presently  subject 
to  the  requimnent  for  an  abbreviated 
NDA.  Such  drugs  are  stUl  in  the  inx)C- 
ess  of  being  reviewed  and  evaluated  in 
accordance  with  the  implementation 
schedule  established  in  the  court  order 
handed  down  in  the  case  of  American 
Public  Ass’n  v.  Veneman,  discussed 
above.  None  of  the  drugs  Included  on  the 
lists  in  the  Interim  enforcement  ixillcy 
falls  into  this  category. 

For  those  drugs  listed  in  the  interim 
enforc^nent  policy  as  requiring  abbre¬ 
viated  NDA’s  in  the  future  because  of 
known  or  potential  bioequivalence  or 
special  manufacturing  problems,  those 
manufacturers  who  already  have  an  ap¬ 
proved  NDA  (whether  full  or  abbrevi¬ 
ated)  will  be  subject  to  the  same  re¬ 
quirements  as  those  manufacturers  who 
do  not.  Thus,  all  manufacturers  of  these 
drugs  will  be  required  to  submit  the  same 
type  of  data  with  respect  to  bioequival¬ 
ence  and  manufacturing  and  quality 
control  procedures.  Some  NDA’s  may,  of 
course,  already  contain  data  which  meet 
this  requirement. 

Bioequlvalence  testing  must  be  con¬ 
ducted  using  the  most  accurate  and 
sensitive  method  available.  Where  in 
vitro  testing  is  not  sufficient,  the  pre¬ 
ferred  methods  of  in  vivo  bloavallabillty 
testing,  in  descen(^g  order  of  accuracy 
and  sensitivity,  are  (1)  in  vivo  testing  in 
which  the  concentrations  of  the  thera¬ 
peutic  moiety  or  its  metabolites  in  whole 
blood,  plasma,  serum,  or  other  appropri- 
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ate  biological -fluid  are  measured  as  a 
f  imction  of  time,  or  such  testing  In  which 
the  urinary  excretlcm  of  the  therapeutic 
moiety  or  Its  metabolites  is  measmed  as 
a  function  of  time;  (2)  In  vivo  testing  In 
which  the  therapeutic  or  acute  pharma¬ 
cological  effect  of  the  therapeutic  moiety 
Is  measured  as  a  fxmction  of  time;  and 
(3)  well-controlled  clinical  trials  in  hu¬ 
mans  that  establish  the  safety  and  effec¬ 
tiveness  of  the  drug  product.  Therefore, 
if  a  bioequivalence  requirement  Includes 
in  vivo  bioavailablllty  testing  and  a  more 
accurate  and  sensitive  method  Is  avail¬ 
able  (e.g.,  measurements  of  the  concen¬ 
tration  of  the  therapeutic  moiety  in  the 
blood),  all  manufactmers  who  have  an 
existing  approved  NDA  must  nonetheless 
conduct  such  an  in  vivo  bioavailablllty 
study  even  though  the  NDA  for  their 
drug  product  contains  clinical  evidence 
of  the  safety  and  effectiveness  of  the 
currently  marketed  formulation. 

2.  Second,  the  Commissioner  con¬ 
cludes  that  the  Interim  enforcement  pol¬ 
icy  In  division  m  of  this  notice,  together 
with  additionsJ  requirements  mentioned 
above  that  are  necessary  to  assure  the 
safety  and  effectiveness  of  human  pre¬ 
scription  drug  products,  should  be  estab¬ 
lished  by  regulation  in  order  adequately 
to  assure  protection  of  the  public  health 
pending  the  promulgation  of  bioequiva¬ 
lence  and  special  manufacturing  require¬ 
ments  and  old  drug  monographs  covering 
those  drugs  for  vdiich  an  NDA  is  not  re¬ 
quired.  Such  a  regulation  Is  proposed  In 
division  IV  of  this  notice.  Upon  promul¬ 
gation,  this  regulation  will  revoke  and 
supersede  the  interim  enforcement  poli¬ 
cy  established  in  division  III  of  this  no¬ 
tice. 

In  addition  to  the  enforcement  policy, 
the  proposed  regulation  sets  out  those 
conditions  which,  in  the  opinion  of  the 
Commissioner,  are  essential  to  a  deter¬ 
mination  that  a  drug  product  is  gen¬ 
erally  recognized  as  safe  and  effective 
and  does  not  require  a  full  or  abbreviated 
NDA:  labeling  in  compliance  with  the 
DEISI  notice,  submission  of  reports  pur¬ 
suant  to  S  310.300(b)  (1)  and  (2),  and 
compliance  with  the  good  manufacturing 
practice  regulations  in  Part  211,  includ¬ 
ing  the  stability  studies  required  by 
S  211.60(d) .  It  is  the  opinion  of  the  Com¬ 
missioner  that  any  drug  product  which 
does  not  comply  with  these  requirements 
wo\Ud  be  a  new  drug  marketM  without 
an  approved  NDA,  and  thus  would  be 
subject  to  immediate  removal  from  the 
market  through  court  enforcement 
action. 

The  following  drugs  were  not  evaluated 
by  the  NAS/NRC  but  were  covered  by 
an  NDA  which  became  effective  prior  to 
October  10,  1962,  and,  therefore,  under 
the  mandate  of  the  Drug  Amendments 
of  1962  must  be  reviewed  for  effective¬ 
ness: 

Acetaminophen,  aspirin,  phenobarbital,  hyo- 
scyfunine  sulfate,  6C<^lamlne  hydrobro¬ 
mide  and  atropine  enlfate  tcU>let8 
Acetaminophen,  aspirin,  phenoberbital,  hyo- 
scyamine  sulfate,  scopolamine  hydrobro- 
mlde,  atropine  sulfate  and  codeine  tablets 
Alphaprodine  hydrochloride  Injection 
Angiotensin  amide  injection 
Blsacodyl  enema 


Chloroprocaine  hydrochloride  Injection 
Chlorpropamide  tablets 
Ohlorthalidone  tablets 

Clidinium  bromide  and  chlordiazepoxide  hy¬ 
drochloride  capsules 

Delta-S-hemlsuccinoxypregnenolone  cream 
Florantyrone  tablets 

Hydrocortisone  acetate  and  gum  tragacanth 
denture  powder 

Hydroxyzine  hydrochloride  injection 
Hydroxyzine  peonoate  capsules  and  oral 
suspension. 

Isocarboxazid  tablets 

Levorphanol  tartrate  injection  and  tablets 
Oxyphenbutazone  tablets 
Phenylbutazone  tablets 
Propyliodone  aqueous,  stispension,  and  oily 
suspension 

Sodium  lothalamate  injection 
Spironolactone  tablets 
Sxilflnpyrazone  tablets 

Vitamin  K5  (synthetic)  injection  and 
capsules 

Supplemental  applications  for  some  of 
these  drugs  were  approved  subsequent 
to  October  10,  1962.  However,  such  ap¬ 
provals  were  not  based  upon  a  comidete 
review  of  the  entire  application  and  do 
not  constitute  a  determination  that  all 
indications  are  supported  by  substantial 
evidence  of  effectiveness.  The  Pood  and 
Drug  Administration  on  a  priority  basis, 
consistent  with  other  agency  priorities, 
will  publish  notices  in  the  Federal  Reg¬ 
ister  requestng  submission  of  data  and 
information  relating  to  the  effectiveness 
of  these  drugs.  The  Pood  and  Drug  Ad¬ 
ministration  will  review  these  data  and 
information  and  determine  whether 
these  drugs  are  effective  or  lack  substan¬ 
tial  evidence  of  effectiveness  for  their 
labeled  indications  for  use.  The  results 
of  the  effectiveness  determinations  will 
be  the  subject  of  future  DESI  notices. 
Once  the  Food  and  Drug  Administra¬ 
tion  has  made  a  determination  that  any 
of  these  drugs  are  effective  for  at  least 
one  indication,  the  Commissioner  will 
propose  to  amend  §  310.7  to  Include  such 
drugs  and  thereby  set  out  conditions  im- 
der  which  the  drugs  may  lawfully  be 
marketed,  i.e.,  with  or  without  submis¬ 
sion  or  approval  of  an  abbreviated  NDA. 

On  the  basis  of  preliminary  review,  the 
Commissioner  believes  that  when  the 
Food  and  Drug  Administration  com¬ 
pletes  its  evaluation  of  the  effectiveness 
of  the  drugs  listed  above,  most  of  the 
single  ingredient  products  are  likely  to 
be  found  effective  for  at  least  one  indi¬ 
cation.  However,  the  Food  and  Drug  Ad¬ 
ministration  has  evidence  to  believe  that 
certain  of  the  drugs  have  a  known  or 
potential  bioequivalence  problem.  The 
drugs  believed  to  have  such  a  problem 
are  chlorpropamide,  chlorthalidone,  oxy¬ 
phenbutazone,  phenylbutazone,  spirono¬ 
lactone,  and  sulfinpyrazone.  Once  the 
Food  and  Drug  Administration  estab¬ 
lishes  a  bioequivalence  requirement  for 
a  product  containing  any  of  these  drugs, 
any  person  marketing  the  drug  product 
will  be  required  to  submit  and  obtain 
approval  of  an  abbreviated  or  supple¬ 
mental  application  containing  evidence 
of  bioequivalence.  Until  a  bioequivalence 
requirement  is  established  for  a  product 
containing  any  of  the  drugs  listed  above, 
or  until  a  notice  Is  published  in  the  Fed¬ 
eral  Register  regarding  the  effectiveness 
of  each  of  the  drugs  and  the  conditions 


of  marketing,  an  approved  full  or  abbre¬ 
viated  NDA  will  not  be  required  as  a  con¬ 
dition  of  marketing.  If  a  bioequivalence 
requirement  is  established  for  one  of  the 
drugs  listed  above  before  a  determination 
is  made  of  the  effectiveness  of  the  drug, 
in  lieu  of  approval  of  any  abbreviated  or 
supplemental  NDA  that  is  required,  mar¬ 
keting  will  be  permitted  by  written  noti¬ 
fication  from  the  Food  and  Drug  Admin¬ 
istration  pending  a  determination  of  the 
drug’s  effectiveness. 

The  proposed  regulation  basically  re¬ 
states  the  same  essential  provisions  as  the 
interim  enforcement  policy.  Thus,  the 
requirement  for  an  abbreviated  NDA  for 
the  drugs  listed  in  the  proposed  regula¬ 
tion  will  not  become  effective  on  the  date 
of  publication  of  the  final  order,  but 
rather  will  become  effective  as  each  in¬ 
dividual  drug  becomes  subject  to  a  bio¬ 
equivalence  or  special  manufacturing 
requirement. 

The  interim  enforcement  policy  and 
the  proposed  regulation  establish  con¬ 
ditions  for  the  marketing  of  certain 
human  prescription  drug  products  which 
were  covered  by  an  NDA  that  became 
effective  prior  to  October  10,  1962,  and 
are  subject  to  the  effectiveness  require¬ 
ments  of  the  Drug  Amendments  of  1962. 
Drug  products  meeting  these  conditions 
may  be  marketed  without  submission  or 
approval  of  an  abbreviated  or  full  NDA. 
However,  the  provisions  of  the  interim 
enforcement  policy  and  the  proposed 
regulation  are  not  applicable  to  any  drug 
product  for  which  a  specific  regulation 
promulgated  by  the  Food  and  Drug  Ad¬ 
ministration  requires  an  approved  NDA 
as  a  condition  for  marketing  the  drug 
product,  even  though  that  drug  product 
is  not  listed  in  the  interim  enforcement 
policy  or  proposed  regulation  as  being 
subject  to  the  requirement  for  an  ap¬ 
proved  abbreviated  or  full  NDA.  Exam¬ 
ples  of  specific  regulations  that  require 
an  approved  NDA  as  a  condition  for  mar¬ 
keting  drug  products  subject  to  DESI 
announcements  are  §  200.31  (timed  re¬ 
lease  dosage  forms) .  S  250.250  (prescrip¬ 
tion  drug  products  containing  hexachlor- 
ophene),  and  $  310,504  (single  entity 
amphetamine  or  dextroamphetamine 
dosage  forms) . 

Certain  classes  of  drug  products,  for 
which  there  are  no  compendial  or  other 
public  standards,  present  widely  different 
variations  in  product  formulations  and 
labeling  claims.  The  nature  of  these 
classes  of  drug  products  is  such  that  any 
variation  in  product  formulation  raises 
questions  as  to  the  safety  and  effective¬ 
ness  of  the  product.  Each  drug  product  in 
these  classes  is  therefore  imique,  and 
clinical  evidence  as  required  in  a  full 
NDA  may  be  needed  to  determine  the 
safety,  effectiveness,  and  directions  for 
use  of  each  drug  product  even  though  the 
generic  chemical  entity  has  been  deter¬ 
mined  to  be  safe  and  effective  in  the  drug 
efficacy  study.  Examples  of  such  classes 
of  drug  products  are  certain  enteric 
coated  tablets,  controlled  release  dosage 
forms,  suppositories,  aerosols  for  inhala¬ 
tion,  and  radiopharmaceuticals. 

The  Commissioner  believes  that  the 
requirement  for  the  submission  and  ap¬ 
proval  of  a  full  NDA  for  some  of  these 
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classes  of  drug  products  is  widely  known 
and  in  certain  cases  has  been  set  out  In 
the  regulations,  e.g.,  for  controlled  re¬ 
lease  preparations  and  radiopharmaceu¬ 
ticals.  However,  nowhere  in  a  single  reg¬ 
ulation  Is  this  requirement  clearly  set 
out  for  all  of  these  classes  of  drug  prod¬ 
ucts.  Therefore,  in  the  near  future,  the 
Commissioner  will  propose  a  regulation 
to  clarify  when  the  submission  and  ap¬ 
proval  of  a  full  NDA  containing  clinical 
evidence  of  safety  and  effectiveness  is 
required  for  marketing  a  drug  product 
in  certain  classes  of  drug  products.  When 
the  final  regulation  is  promulgated,  the 
submission  and  approval  of  a  full  NDA 
will  be  required  for  marketing  any  drug 
product  in  these  classes  including  those 
products  containing  a  generic  chemical 
entity  which  was  determined  to  be  effec¬ 
tive  in  the  drug  efficacy  study.  The  regu¬ 
lation  will  state  the  time  within  which 
the  full  NDA  must  be  submitted  and  ap¬ 
proval  obtained. 

3.  Third,  comprehensive  procedures 
governing  the  establishment  of  old  drug 
monographs  for  human  prescription 
drugs  must  be  promulgated  through  reg¬ 
ulations  published  for  comment  in  the 
Federal  Register.  Hiese' procedural  reg¬ 
ulations  are  presently  being  reviewed  in 
draft  form  within  the  agency,  and  will 
be  published  in  the  Federal  Register  as 
a  proposal  in  the  near  future,  consistent 
with  other  agency  priorities. 

Once  the  old  drug  monograph  proce¬ 
dure  is  promulgated,  and  bioequivalence 
or  special  manufacturing  requirements 
are  established  for  those  drugs  for  which 
they  are  reasonably  applicable,  old  drug 
monographs  will  be  developed  for  many, 
if  not  all,  of  the  drugs  subject  to  such  re¬ 
quirements.  The  Commissioner  concludes 
that  there  is  no  scientific  or  legal  bar¬ 
rier  to  assuring  bloequlvalence  and  pro]>' 
er  manufacturing  as  readily  through  an 
old  drug  monograph  as  through  an  ab¬ 
breviated  NDA. 

Pertinent  background  Information  on 
the  existence  of  bloequlvalence  problems 
has  been  placed  on  public  display  in  the 
office  of  the  Hearing  Clerk.  Detailed  data 
and  information  relating  to  individual 
drugs  will  be  placed  on  public  display  as 
bloequlvalence  requir^nents  for  those  in¬ 
dividual  drugs  that  are  published  in  fu¬ 
ture  Federal  Register  notices. 

m.  Interim  Enforcement  Policy  for 

Marketing  Human  Prescription  Drug 

Products  Covered  by  a  DESI  Notice 

The  following  Interim  enforcement 
policy  shall  apply  with  respect  to  any 
human  prescription  drug  product  evalu¬ 
ated  in  the  drug  efficacy  study  and  de¬ 
termined  in  a  DESI  notice  to  be  effective 
for  at  least  one  indication  or  covered  by 
such  a  DESI  notice  pursuant  to  §  310.6. 

(a)  A  human  prescription  drug  prod¬ 
uct  for  which  an  applicable  DESI  notice 
was  published  in  tlie  Federal  Register 
prior  to  the  date  of  publication  of  this 
notice  in  the  Federal  Register  may  law¬ 
fully  be  marketed  without  submission  or 
approval  of  an  abbreviated  or  full  NDA 
if  all  of  the  following  conditions  apply; 

(1)  The  di-ug  product  meets  all  the  re- 


PROPOSED  RULES 

qulrements  and  limitations  established  in 
the  applicable  DESI  notice,  Including 
labeling,  potency,  dosage,  and  manufac¬ 
turing,  and  in  any  amendments  or  sup¬ 
plements  to  such  notice. 

(2)  The  drug  product  is  not  required 
to  be  subject  to  a  full  NDA  pursuant  to 
paragraph  (b)  below. 

(3)  The  drug  product  is  not  required 
to  be  subject  to  an  abbreviated  NDA  pur¬ 
suant  to  paragraph  (c)  or  (d)  below. 

(4)  The  drug  product  Is  not  otherwise 
a  new  drug  for  any  reason  stated  in  21 
CFR  310.3(h). 

(5)  The  ding  product  is  not  required 
to  be  subject  to  an  approved  full  or  ab¬ 
breviated  NDA  pursuant  to  a  regulation 
in  Chapter  I  of  Title  21  of  the  Code  of 
Federal  Regulations. 

(b)  The  following  drugs  for  which  a 
DESI  notice  was  published  in  the  Fed¬ 
eral  Register  prior  to  the  date  of  publi¬ 
cation  of  this  notice  in  the  Federal  Reg¬ 
ister  shall  be  the  subject  of  an  ai^roved 
full  NDA  submitted  in  accordance  with 
1314.1(c)(2)  as  provided  in  this  para¬ 
graph.  The  manufacturer  of  any  drug 
product  subject  to  the  requirements  of 
this  paragraph  for  which  a  fidl  NDA  has 
not  previously  been  approved  shall,  with¬ 
in  the  time  specified  in  a  regulation  es¬ 
tablishing  a  requirement  for  the  submis¬ 
sion  and  approval  of  a  full  NDA  for  cer¬ 
tain  classes  of  drug  products,  submit  such 
a  full  NDA  to  the  Food  and  Drug  Ad¬ 
ministration.  If  a  full  NDA  is  submitted 
in  accordance  with  this  paragrai^  for  a 
drug  product  already  on  the  maiicet,  the 
drug  product  involved  may  continue  to  be 
marketed  unless  and  until  the  full  or  sup¬ 
plemental  NDA  is  dlsai^roved. 

AEROSOLS  FOR  INHALATION 

Dexametbasone  sodium  phosphate 
Isoproterenol  hydrochlOTide 
Isoproterenol  hydrochloride  and  phenyleph¬ 
rine  bltartrate 
Isoproterenol  eulfate 

ENTERIC  COATED  TABLETS 

Amini^hylllne 
Aminosalicylic  acid 
Diethylstllbeetrol 
Dlethylstllbestrol  dipropionate 
Diphenhydramine  hydrochloride 
Sodium  sulfoxone 
Urethan 

CONTROLLED  RELEASE  DRUG  PRODUCTS 

Acetazolamlde  capsules 
Chlorpheniramine  maleate  tablets 
Chlorpromazdne  capsules 
Cortlootix^in  zinc  hydroxide  aqueous  suspen¬ 
sion 

Cyanaoobalamine  Oleaginous  suspensions  for 
intramuscular  or  subcutaneous  injection 
Desoxyooi'  tloosterone  acetate  oleaginous  solu¬ 
tions  or  pellets  for  Intramuscular  injection 
or  subcutaneous  Implantation 
Desoxyeortloosterone  plvalate  aqueous  sus¬ 
pension  for  Intramuscular  repository  ad¬ 
ministration 

Dlethylpropion  hydrochloride  tablets 
Dlethylstllliestrol  solution  In  oU  and  ethyl 
oleate  for  Intramuscular  Injection 
Dlmercaprol  solution  In  oU  for  Intramuscu¬ 
lar  injection 

Estradiol  valerate  oleaginous  solution 
Fluphenazlne  hydrochloride  tablets 
Oolbin  zinc  Insulin  suspension  for  subcu¬ 
taneous  Injection 
Hexocyclliun  methylsulfate  tablets 
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Insulin  zinc  extended  suqiension  for  sub¬ 
cutaneous  Injection 

Insulin  zinc  (prompt)  suspension  for  sub¬ 
cutaneous  injection 

Insulin  zinc  suspension  for  subcutaneous 
Injection 

Isophane  insulin  suspension  for  Intramus¬ 
cular  and  subcutaneous  Injection 
Meprobamate  capsules 
Methylprednisolone  capsules 
Perphenazine  tablets 
Phenformln  hydrochloride  capsules 
Phenmetrazlne  hydrochloride  tablets 
Prochlorperazine  capsules 
Pyridostigmine  bromide  tablets 
Quinldine  sulfate  tablets 
Sulfaethldole  suspension 
Sulfaethldole  tablets 

Testosterone  enantbate  solution  in  oil  lor 
intramuscular  Injection 
Testosterone  pellets  for  subcutaneous  im¬ 
plantation 

Testosterone  phenylacetate  suspension  for 
Intramuscular  repository  administration 
Testosterone  propionate  solution  In  oil  for 
Intramuscular  Injection 
Trldihex  ethyl  chloride  capsules 
Trlmeprazlne  capsules 
Trlpelennamlne  hydrochloride  tablets 
Vasopressin  tannate  In  oil  oleaginous  sus¬ 
pension  for  Intramuscular  Injection 

RADIOPHARMACBimCALS 

Cyanocobalamln  cobalt  60  capsules  for  oral 
administration 

Cyanocobalamln  cobalt  60  sterile  solution 
for  intravenous  injection 
Ctold  AU  198  sterile  colloidal  for  Intracavlty 
Injection 

Sodium  chromate  Cr  51  sterile  solution  for 
Intravenoiu  admlnlatratlon 
Sodium  phosphate  P33  sterile  solution  for 
Intravenous  administration 

supposrroRT  drug  products 

Aminopbylllne  with  benzocalne 

Chlorpromazlne 

Dimenhydrinate 

Ergotamine  tartrate  plus  caffeine 
Isoproterenol  hydrochloride 
Perphenazine 
Prochlorperazine 
Promethazine  hydrochloride  . 

Sodium  thiopental 
Theophylline  sodium  glyclnate 

(c)  The  following  drugs  for  which  a 
DESI  notice  was  published  In  the  Federal 
Register  prior  to  the  date  of  publication 
of  this  notice  In  the  Federal  Register 
shall,  because  of  a  bloequlvalence  re¬ 
quirement,  be  the  subject  ot  an  approved 
abbreviated  NDA  submitted  In  accord¬ 
ance  with  S  314.1(f)  as  provided  In  this 
paragraph.  The  manufacturer  of  any 
drug  product  subject  to  the  requirements 
of  this  paragitqih  for  which  a  full  or  ab¬ 
breviate  NDA  has  not  previously  been 
approved  shall,  within  60  days  after  the 
date  of  publication  In  the  Federal  Regis¬ 
ter  of  a  regulation  establishing  a  blo¬ 
equlvalence  re<iulrement  for  .the  drug 
pursuant  to  §  320.3  (published  elsewhere 
In  this  Issue  of  the  Federal  Register), 
submit  an  abbreviated  NDA  to  the  Fcxid 
and  Drug  Administration.  Any  holder  of 
an  approved  NDA  for  a  drug  product  sub¬ 
ject  to  the  requirements  of  this  para¬ 
graph  shall,  within  60  days  after  the  date 
of  publication  In  the  Federal  Register  of 
a  regulation  establishing  a  bioequiva¬ 
lence  requirement  for  the  drug  pursuant 
to  S  320.3  (published  elsewhere  in  this 
Issue  of  the  Federal  Register)  ,  sulunlt  a 
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supplement  to  the  NDA  showing  that  the 
drug  product  meets  the  bioequivalence 
requirement  so  established.  Certain  drugs 
are  listed  in  this  paragnqih  as  requiring 
in  vivo  bioavallability  testing  to  establish 
bioequivalence.  Any  interested  person 
may  obtain  from  the  Office  of  Drug 
Monographs  (HFD-500),  Bureau  of 
Drugs,  Food  and  Drug  Administration, 
information  on  the  tjiie  of  in  vivo  testing 
that  will  satisfy  this  requirement.  If  an 
abbreviated  or  supplemental  NDA  is  sub¬ 
mitted  in  accordance  with  this  para¬ 
graph  for  a  drug  already  on  the  market, 
the  drug  product  involved  may  continue 
to  be  marketed  unless  and  until  the  NDA 
is  disapproved. 

Drugs  Requiring  In  Vitro  Testing  Only 

ANTI'H  rVERl'ENSIVE /DIURETICS 

Alseroxjrl<Mi  tablets 
BendroAumethlazide  tablets 
Benzthiazide  tablets 
Chlorothiazide  tablets 
Deserpldlne  tablets 
Hydrochlorothiazide  tablets 
Hydroflumethiazide  tablets 
Methyclothlazide  tablets 
Pcflythlazlde  tablets 
Qulnethazone  tablets 
Bauwolfia  serpentina  tablets 
Beserplne  tablets 
Besclnnamlne  tablets- 
Trlchlormethlazide  tablets 

ANTI-HTPERTENSirE/DIXTRETICS  IN  COMBINATION 

Chlorothiazide  and  reserplne  tablets 
Hydralazine  and  reserplne  tablets 
Hydralazine  hydrochloride  and  hydrochloro¬ 
thiazide  tablets 

HydrochlcH-othlazlde  and  deserpldlne  tablets 
Hyrdochlorothlazlde  and  reserplne  tablets 
Methyclothlazide  and  deserpldlne  tablets 
Beserplne,  hydralazine  hydrochloride  and 
hydrochlorothiazide  tablets 
Spironolactone  and  hydrochlorothiazide  tab¬ 
lets 

Trlchlorometbiazide  and  reserplne  tablets 
ANn-INFECnVES 

Salicylazosulfapyrldlne  tablets 
Sulfadiazine  tablets 
Sulfadlmethozlne  tablets 
Sulfamerazlne  tablets 
Sulfamethozypyrldazlne  acetyl  tablets 
Sulfapyrldlne  tablets 
Sulflsomldlne  tablets 
Sulflsoxazole  tablets 

ANTI-MALARIALS 
Pyrimethamine  tablets 

ANTI-NEOPLASTICS 

Chlorambucil  tablets 
Metho^zate  tablets 
Triethylene  melamine  tablets 
Uracil  mustard  capsules 

ANTI-THTROIO 

Propylthlou^ll  tablets 

CARBONIC  ANHTDRASE  INHIBITORS 

Dichlorphenamlde  tablets 
Bthoxzolamlde  tablets 
Methazolamlde  tablets 

CORTICOIDS 

Betamethasone  tablets 
Cortisone  acetate  tablets  ' 

Dezamethasone  tablets 
Fluorocortlsone  acetate  tablets 
Fluprednlsolone  tablets 
Hydrocortisone  acetate  tablets  and  powder 
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Hydrocortisone  tablets 
Methylprednisolone  tablets 
Paramethasone  acetate  tcdilets 
Prednisolone  tablets 
Prednisone  tablets 
Triamcinolone  tablets 

ESTROGENS 

Dlenestrol  tablets 

Dlethylstllbestiol  diphosphate  tablets 
Dlethylstilbestrol  tablets 
Ethinyl  estradiol  tablets 

MISCELLANEOUS 

Desoxycortloosterone  acetate  tablets 
Ethlsterone  tablets 
Isoproterenol  sublingual  tablets 
Methyltestosterone  tablets 

THYROID  SUPPLEMENT 

Liothyronine,  sodium  tablets 

TRANQUILIZERS 

Chlordlaeepoxlde  hydrochloride  capsules 
Fluphenazlne  hydrochloride  tablets 
Perphenazine  tablets 
Prochlorperazine  tablets 
Promazine  tablets 
Promethazine  tablets 
Thioridazine  tablets 
Trifluoperazine  tablets 
Trlflupromazlne  tablets 
Trimeprazlne  tablets 

VITAMIN  K 

Phytonadione  tablets 
Menadione  tablets 

Drugs  Requiring  in  Vivo  Testing 
ANTI-ARRHYTHMICS 

Procainamide  hydrocblorlde  ctqwules 
Qulnldine  polygalacturonate  tablets 

ANTI -COAGULANTS 

Bishydroxycoumarin  tablets  and  capsules 
Warfarin,  sodium  and  potassium  tablets 

ANTI-CONVULSANTS 

Diphenylhydantoln  suspension 
Ethosuxlmlde  capsules 
Ethotoin  tablets 
Mephenytoin  tablets 
Methsuzimlde  capsules 
Parametbadione  capsules 
Phenacemlde  tablets 
Phensuzlmide  ci^ules  and  suspension 
Primidone  tablets  and  suspension 
Trlmethadlone  capsules 

ANn-INFECTIVES 

Nitrofurantoin  tablets  and  suspension 
Sulfadiazine  sodium  bicarbonate  suspension 
Sulfadiazine,  sulfamethazine,  and  sulfamer¬ 
azlne  (triple  sulfa)  tablets  and  suspension 
Sulfadlmethozlne  dn^s  and  suqienslon 
Sulfamethozypyrldazlne  acetyl  suspension 
Sulfaphenazole  suspension 
Sulflsozazole  acetyl  suspension 

ANTI-TUBERCULAR 

Aminosalicylic  acid  and  Isonlazld  tablets 
Aminosalicylic  acid  powder,  tablets,  and 
resin 

Aminosalicylic  calcium  granules,  tablets, 
and  capsules 

Aminosalicylic  potassium  tablets,  capsules, 
and  powder 

Aminosalicylic  sodium  powder,  tablets,  and 
granules 

Benzoylpas  calcium  tablets  and  powder 
Para-amlnosallcylate  sodium  and  isonlazld 
tablets 

Phenylamlnosallcylate  powder.and  tablets 

BRONCHIAL  DILATORS 

Aminophylllne  tablets 
Dyphylllne  tablets 


Oxtriphylline  tablets 
Theophylline  sodium  glyclnate  tablets 

CARDIAC  CLYCOSmXS 
Acetyldlgltoxln  tablets 

CARBONIC  ANHYDRASE  INHIBITORS 

Acetazolamide  tablets 

HYPOGLYCEMICS 
Tolbutamide  tablets 

MISCELLANEOUS 

Imlpramine  hydrochloride  tablets 
Probenecid  tablets 
Sodium  sulfozone  tablets 

PARENTERAL  DRUGS 

Cortisone  acetate  sterile  aqueous  suspension 
for  intramuscular  Injections 
Diphenylhydantoln,  sodium  powder  for  In¬ 
jections 

Estrone  sterile  aqueous  suspension  for  Injec¬ 
tions 

Hydrocortisone  acetate  sterile  aqueous  sus¬ 
pension 

Hydrocortisone  butylacetate  sterile  aqueous 
suspension 

Prednisolone  butylacetate  sterile  suspension 
for  Intramuscular  and  intra-artlcular  In¬ 
jections 

Triamcinolone  acetonlde  sterile  suspension 
Triamcinolone  dlacetate  sterile  suspension 

TRANQUILIZERS 

Chlorpromazlne  tablets 

(d)  The  following  drugs  for  which  a 
DESI  notice  was  published  in  the  Fed¬ 
eral  Register  prior  to  the  date  of  publi¬ 
cation  of  this  notice  shall,  because  of  a 
special  manufacturing  requirement,  be 
the  subject  of  an  approved  abbreviated 
NDA  submitted  in  accordance  with 
§  314.1(f)  of  this  chapter  as  provided  in 
this  paragraph.  The  manufacturer  of  any 
drug  product  subject  to  the  requirements 
of  this  paragraph  for  which  a  full  or  ab¬ 
breviated  NDA  has  not  previously  been 
approved  shall,  after  publication  in  the 
Federal  Register  of  a  regulation  requir¬ 
ing  submission  and  approval  of  an  ab¬ 
breviated  NDA  because  of  a  special 
manufacturing  problem,  submit  such  an 
abbreviated  NDA  to  the  Food  and  Drug 
Administration  within  the  time  specified 
in  the  regulation.  Any  holder  of  an  ap¬ 
proved  NDA  for  a  drug  product  subject  to 
the  requirements  of  this  paragraph  shall, 
within  such  time  period,  submit  a  sup¬ 
plement  to  the  NDA  to  make  the  appli¬ 
cation  current  to  the  extent  required  for 
an  abbreviated  NDA  in  accordance  with 
§  314.1(f).  If  an  abbreviated  or  supple¬ 
mental  NDA  is  submitted  in  accordance 
with  this  peragraph  for  a  drug  already 
on  the  market,  the  drug  product  involved 
may  continue  to  be  marketed  unless  and 
until  the  abbreviated  or  supplemental 
NDA  is  disapproved. 

Drug  Products  Involving  Extracts  or  Bio¬ 
logical  Preparations 

Chorionic  gonadotropin  lyopblllzed  forms 
suitable  for  Intramuscular  administration 
after  reconstitution 

Conjugated  estrogen  powder  for  Intra¬ 
muscular  or  Intravenous  Injection 
Corticotropin  aqueous  solution,  gel,  or  lyo- 
phlllzed  powder  for  intramuscular.  Intra¬ 
venous,  or  subcutaneous  injection 
InsuUn  solution  for  intramuscular.  Intra¬ 
venous,  or  subcutaneous  Injection 
Oxytocin  nasal  spray 
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Sodium  heparin  aqueuos  or  gelatin  solution 
for  Intramuscular,  intravenous,  or  sub¬ 
cutaneous  injection 

Thyrotropin  lyophllized  powder  for  recon¬ 
stitution  for  intramuscular  or  subcutane¬ 
ous  injection 

Drug  Products  for  Intrathecal  of  Intra¬ 
ventricular  Injection 

Dlbucaine  hydrochloride  with  dextrose 
sterile  injectable  solutions  used  for  the 
production  of  spinal  anesthesia 
Hexylcalne  hydrochloride  with  dextrose 
sterile  injectable  solutions  used  for  the 
production  of  spinal  anesthesia 
Isophendylate  solutions  for  Intraspinal  ad¬ 
ministration 

Lidocaine  hydrochloride  6  percent  and  dex¬ 
trose  sterile  injection  solutions  used  for 
production  of  spinal  anesthesia 
Lidocaine  hydrochloride  0.6  percent,  1.0  per¬ 
cent,  2.0  percent  with  and  without  epine¬ 
phrine  injection  sterile  injectable  solutions 
used  for  the  production  of  caudal  or  epi¬ 
dural  block  by  the  intraspinal  route 
Mepivacaine  hydrochloride  1  percent  and  2 
percent  sterile  solutions  used  for  local 
anesthesia  by  infiltration  injection,  nerve 
block,  caudal  or  other  epidural  blocks 
Procaine  hydrochloride  sterile  injectable 
solutions  for  parenteral  administration, 
l.e..  Intramuscular,  intravenous,  subcu¬ 
taneous,  or  intraspinal 

(e)  Upon  receipt  of  new  information, 
drugs  subject  to  paragraphs  (a) ,  (b) ,  (c) , 
or  (d)  of  this  section  may  be  reclassified 
and  made  subject  to  the  requirements  of 
a  different  paragraph  of  this  division,  e.g., 
a  drug  may  be  reclassified  from  para¬ 
graph  (c)  to  paragraph  (a) ,  or  vice  versa. 
Any  such  notice  amending  or  supple¬ 
menting  a  DESI  notice  and  reclassifying 
a  drug  pursuant  to  this  paragi-aph  shall 
contain  reasonable  transition  provisicais 
consistent  with  the  protection  of  the  pub¬ 
lic  health. 

(f)  All  conditions  for  marketing  drugs 
established  in  individual  DESI  notices 
previously  publi^ed  in  the  Federal  Reg¬ 
ister.  relating  to  the  need  for  an  abbrevi¬ 
ated  or  full  NDA  or  bioavailability  data 
or  referring  to  the  notice  of  July  14, 1970 
(35  FR  11273) ,  that  are  inconsistent  with 
this  notice  are  hereby  revoked  and  super¬ 
seded. 

(g)  A  human  prescription  drug  prod¬ 
uct  for  which  the  applicable  DESI  notice 
is  subsequently  published  in  the  Federal 
Register  may  lawfully  be  marketed  If  it 
meets  all  the  requirements  and  condi¬ 
tions  established  in  the  notice,  Including 
any  amendment  or  supplement  to  such 
notice. 

(1)  The  Food  and  Drug  Administra¬ 
tion  shall  periodically  revise  paragraphs 
(c)  and  (d)  of  this  division  to  list  such 
additional  drugs  subject  to  the  require¬ 
ment  of  an  abbreviated  NDA. 

(2)  Any  drug  product  being  marketed 
on  the  date  of  publication  in  the  Federal 
Register  of  such  an  applicable  DESI  no¬ 
tice  may  continue  to  be  lawfully  mar¬ 
keted  only  if,  after  the  date  of  publica¬ 
tion  of  the  applicable  DESI  notice  in  the 
Federal  Register,  the  manufacturer  of 
the  drug  product  fully  complies  with  all 
of  the  conditions  and  requirements  speci¬ 
fied  in  the  applicable  DESI  notice. 

(3)  Any  drug  product  not  being  mar¬ 
keted  on  the  date  oi  puMicatlon  in  the 
Federal  Register  of  such  an  applicable 
DESI  notice  may  thereafter  lawfully  be 


marketed  only  if,  prior  to  such  market¬ 
ing,  the  manufacturer  of  the  drug  prod¬ 
uct  has  fully  complied  with  all  of  the 
conditions  and  requirements  specified  in 
the  applicable  DESI  notice. 

(h)  Every  DESI  notice  subsequently 
published  in  the  FEDERAL  REGISTER 
pniblished  in  the  Federal  Register 
shall  state  whether  the  drugs  covered  by 
the  notice  are  subject  to  the  conditions 
established  in  paragraphs  (a),  (b).  (c), 
or  (d)  of  this  division.  The  failure  of  any 
such  notice  to  specify  such  conditions 
shall  be  deemed  to  mean  that  drugs 
covered  by  that  notice  shall  be  subject 
to  pai'agraph  (a)  of  this  division. 

(i)  A  drug  product  for  which  an  ap¬ 
plicable  DESI  notice  was  published  in 
the  Federal  Register  either  before  or 
after  the  date  of  publication  of  this 
notice  in  the  Federal  Register,  evaluat¬ 
ing  one  or  more  indlcatkms  as  effective, 
but  which  also  has  less-than-effective 
indications  (possibly  effective  or  prob¬ 
ably  effective)  on  which  no  final 
determination  has  been  made,  may  con¬ 
tinue  to  be  labeled  with  the  less-than-ef¬ 
fective  indications  imtil  such  final  de¬ 
termination  is  made,  providing  the  label¬ 
ing  and  advertising  for  the  drug 
product  comply  with  S  201.200.  Market¬ 
ing  of  any  such  drug  product  is  subject 
to  paragraph  (a),  (b),  (c),  (d),  or  (g) 
of  this  section  except  than  in  lieu  of  ap¬ 
proval  of  any  full  or  abbreviated  or  sup¬ 
plemental  NDA  that  is  required,  market¬ 
ing  will  be  permitted  by  written  notifica¬ 
tion  from  the  Food  and  Drug  Adminis¬ 
tration  pending  a  final  determination 
on  the  less-than-effective  indications. 

(j)  Drug  products  subject  to  this 
notice  may  be  marketed  only  in  accord¬ 
ance  with  the  provisions  this  notice. 
A  marketed  drug  product  not  in  complete 
compliance  with  this  notice,  e.g.,  an  ab¬ 
breviated  NDA  has  not  bom  submitted 
as  required  or  has  been  disapproved, 
is  in  violation  of  law  and  subject  to  reg¬ 
ulatory  action. 

(k)  Upon  Issuance  of  a  letter  dis¬ 
approving  a  full  or  supplemental  or  ab¬ 
breviated  NDA  submitted  pursuant  to 
this  notice,  the  administrative  and  judi¬ 
cial  procedures  applicable  to  dlsaiH>roval 
of  any  NDA  pursuant  to  section  505 (d) 
of  Uie  act  shsJl  be  aig^caUe.  Marketing 
of  the  drug  product  involved  shall  be  U- 
legtd  immediately  upon  issuance  of  any 
such  disapproval  letter  unless  there  is 
an  existing  approved  NDA  for  the  drug 
product,  or  the  Commissioner,  in  his 
discretion,  determines  to  stay  such 
disapproved. 

(l)  The  Food  and  Drug  Administra¬ 
tion  will,  in  the  future,  establish  by  regu¬ 
lation  old  drug  mimographs  deter¬ 
mining  the  conditions  imder  which 
human  prescription  drug  products  may 
lawfully  be  marketed  without  an  ap¬ 
proved  full  or  ablM'eviated  NDA.  Such 
regulations  shall,  when  pnxnulgated, 
supersede  and  revoke  the  iH’ovlslons  of 
any  applicable  DESI  notices  and  of  this 
notice  with  respect  to  Uie  specific  drug 
products  so  covered. 

(m)  Upon  promulgation  of  i  310.7 
(proposed  in  division  IV  of  this  notice), 
Uie  provisions  in  this  dlvlson  m  sludl  be 


revoked  and  superseded  by  the  provisions 
of  that  section. 

IV.  Proposed  Regulation 

Pursuant  to  provisions  of  the  Federal 
Food,  Ihug,  and  Cosmetic  Act  (secs.  501, 
502,  505,  510,  701(a).  704,  52  Stat.  1049- 
1053,  1055,  1057  as  amended.  76  Stat.  794 
as  amended  (21  U.S.C.  351,  352,  355,  360, 
371(a),  374))  and  under  authority  dele¬ 
gated  to  him  (21  C7FR  2.120),  the  Com¬ 
missioner  proposes  that  Part  310  of  Title 
21  of  the  Code  of  Federal  Regulations  be 
amended  to  add  the  following  new 
§  310.7; 

§  310.7  Conditions  for  marketing  a  hu¬ 
man  prescription  drug  product  which 
was  covered  by  an  NDA  which  became 
effective  prior  to  October  10,  1962, 
and  is  subject  to  the  effectiveness  re¬ 
quirements  of  the  Drug  Amendments 
of  1962. 

The  following  requirements  shall  apply 
with  respect  to  any  human  prescription 
drug  product  determined  In  a  DESI 
notice  to  be  effective  for  at  least  one  in¬ 
dication  or  covered  by  such  a  DESI  no¬ 
tice  pursuant  to  §  310.6. 

(а)  A  human  prescription  drug  prod¬ 
uct  for  which  an  applicable  DESI  notice 
was  published  in  the  Federal  Register 
prior  to  the  effective  date  of  this  section 
may  lawfully  be  marketed  without  sub¬ 
mission  or  approval  of  an  abtn*eviated 
or  full  NDA  if  all  of  the  following  con¬ 
ditions  apply: 

( 1 )  The  drug  product  meets  all  the  re¬ 
quirements  and  limitatiims  established 
in  the  applicable  DESI  notice.  Including 
labeling,  potency,  dosage,  and  manufac¬ 
turing,  and  in  any  amendments  or  sup¬ 
plements  to  such  notice. 

(2)  The  drug  product  is  not  required 
to  be  subject  to  a  full  NDA  pursuant  to 
paragraph  (b)  of  this  section. 

(3)  The  drug  product  is  not  required 
to  be  subject  to  an  abbreviated  NDA  pur¬ 
suant  to  paragraph  (c)  or  (d)  of  this 
section. 

(4)  The  drug  m<^nufacturer  submits 
pursuant  to  i  310.3()0(b)  (1)  and  (2) 
those  reports  which  are  required  to  be 
submitted  either  immediately  upon  re¬ 
ceipt  or  within  15  working  days  of  receipt. 
Such  reports  shall  be  submitted  to  the 
Division  of  Drug  Product  Quality,  HFD- 
330,  Bureau  of  Drugs,  Fo^  and  Drug 
Administration,  5600  Fishers  Lane,  Rock¬ 
ville.  MD  20852.  No  other  r^iorts  need 
be  submitted. 

(5)  The  drug  product  is  manufactiu'ed 
in  accordance  with  good  manufacturing 
practices,  as  determined  by  the  require¬ 
ments  in  Part  211  of  this  chapter.  Upon 
written  request  or  notice  published  in 
the  Federal  Register,  the  manufacturer 
shall  promptly  submit  to  the  Food  and 
Drug  Administration  the  results  of  any' 
studies  or  tests  required  to  be  recorded 
and  maintained  pursuant  to  Part  211  of 
this  chapter,  e.g.,  the  stability  studies 
required  to  be  recorded  and  maintained 
pursuant  to  §  211.60(d)  of  this  chapter. 

(б)  The  drug  product  is  properly 
labeled  and  in  compliance  with  aU  other 
requirements  of  the  act  and  this  chap¬ 
ter.  In  determining  whether  a  drug 
product  is  properly  labeled,  the  Food 
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and  Drug  Administration  will  compare 
its  labeling  with  the  most  recently  ap¬ 
proved  labeling  for  a  drug  product  listed 
in  the  applicable  DESI  notice  as  having 
been  the  subject  of  a  full  NDA.  Any  in¬ 
terested  person  may  obtain  from  the 
Office  of  Drug  Monographs  (HFD-500), 
Bureau  of  Drugs,  Food  and  Drug  Ad¬ 
ministration.  a  copy  of  the  most  recently 
approved  labeling  for  a  drug  product 
listed  in  an  applicable  DESI  notice. 

(7)  The  drug  product  is  not  other¬ 
wise  a  new  drug  for  any  reason  stated 
in  §  310.3(h). 

(8)  The  drug  product  is  not  required 
to  be  subject  to  an  approved  full  or  ab¬ 
breviated  NDA  pursuant  to  a  regulation 
in  this  chapter. 

(b)  The  drugs  listed  in  this  paragraph 
for  which  a  DESI  notice  was  published 
in  the  Feoehal  Register  prior  to  the 
effective  date  of  this  section  shall  be  the 
subject  of  an  approved  full  NDA  sub¬ 
mitted  in  accordance  with  §  314.1(c)  (2) 
of  this  chapter  as  provided  in  this  para¬ 
graph.  The  manufacturer  of  any  drug 
product  subject  to  the  requirements  of 
this  paragraph  for  which  a  full  NDA 
has  not  previously  been  approved  shall, 
within  the  time  specified  in  a  regula¬ 
tion  establishing  a  requirement  for  the 
submission  and  approval  of  a  full  NDA 
for  certain  classes  of  drug  products,  sub¬ 
mit  such  a  full  NDA  to  the  Food  and 
Drug  Administration.  If  a  full  NDA  Is 
submitted  in  accordance  with  this  para¬ 
graph,  for  a  drug  already  on  the  market, 
the  drug  product  involved  may  con¬ 
tinue  to  be  marketed  unless  and  until 
the  full  or  supplemental  NDA  is  disap¬ 
proved. 

AEROSOLS  FOR  IMHALATIOK 

Dexamethasone  sodium  phosphate 
Isoproterenol  hydrochloride 
Isc^roterenol  hydrochloride  and  phenyl¬ 
ephrine  bltartrate 
Isoproterenol  sulfate 

CONTROLLED  RELEASE  DRUG  PRODUCTS 

Acetazolamlde  capsules 
Chlorpheniramine  maleate  tablets 
Chlorpromazine  c«q>sules 
Corticotropin  zinc  hydroxide  aqueous  sus- 
pMislon 

Cyanacobalamlne  oleaginous  suspensions  for 
intramuscular  or  subcutaneous  Injection 
Desoxycorticosterone  acetate  oleaginous  so¬ 
lutions  or  pellets  for  intramuscular  injec¬ 
tion  or  subcutaneous  implanation 
Desoxycorticosterone  plvalate  squeo\is  sus¬ 
pension  for  intramuscular  repository  ad¬ 
ministration 

Dlethylprc^lon  hydrochloride  tablets 
Diethylstllbestrol  solution  in  oil  and  ethyl 
oleate  for  Intramuscular  injection 
Dlmerciq>rol  solution  in  oil  for  intramus¬ 
cular  injection 

Estradiol  valerate  oleaginous  solution 
Fluphenazlne  hydrochloride  tablets 
Gkdbin  zinc  insulin  suspension  for  subcuta- 
neoiu  Injection 

Hexocycllum  methylsulfate  tablets 
Inwilln  zinc  extended  suspension  for  sub¬ 
cutaneous  Injection 

Insulin  zine  (prompt)  suspension  for  sub¬ 
cutaneous  injection 

Tnniiiin  zinc  suspension  for  subcutaneous 
injection 


Isophane  Insulin  suspension  for  intramus¬ 
cular  and  subcutaneous  injection 
Meprobamate  capsules 
Methylprednisolone  capsules 
Perphenazine  tablets 
Phenformln  hydrochloride  c{q>sules 
Phenmetrazlne  hydrochloride  tablets 
Prochlorperazine  capsules 
Pyridostigmine  bromide  tablets 
Qulnidlne  sulfate  tablets 
Sulfaethidole  suspension 
Sulfaethidole  tablets 

Testosterone  enanthate  solution  In  oil  for 
intramuscular  injection 
Testosterone  pellets  for  subcutaneous  im¬ 
plantation 

Testosterone  propionate  solution  in  oil  for 
Intramuscular  injection 
Testosterone  phenylacetate  s\ispenslon  for 
intramviscular  repository  administration 
Trldlhex  ethyl  chloride  capsules 
Trimeprazlne  capsules 
Trlpelennamlne  hydrochloride  tablets 
Vasopressin  tannate  in  oil  oleaginous  suspen¬ 
sion  for  Intramuscular  Injection 

ENTERIC  COATED  TABLETS 

Aminophylllne 
Aminosalicylic  acid 
Diethylstllbestrol 
Diethylstllbestrol  dlproplonate 
D4>henhydramlne  hydrochloride 
Sodium  sulfoxone 
Urethan 

RADIOPHARMACEUTICALS 

Cyanocobalamin  cobalt  60  capsules  for  oral 
administration 

Cyanocobalamin  cobalt  60  sterile  solution  for 
Intravenous  injection 

Oold  AU  198  sterile  colloidal  for  Intracavlty 
injection 

Sodium  chromate  Cr  61  sterile  solution  for 
intravenous  administration 
Sodium  phosphate  P32  sterile  solution  for  in¬ 
travenous  administration 

SUPPOSITORY  DRUG  PRODUCTS 

Aminophylllne  with  benzocalne 

Chlorpromazine 

Dlmenhydrlnate 

Ergotamine  tartrate  plus  caffeine 
Isoproterenol  hydrochloride 
Perphenazine 
Prochlorperazine 
Promethazine  hydrochloride 
Sodium  thlc^ntal 
Theophylline  sodium  glyclnate 

(c)  The  drugs  listed  In  this  paragraph 
for  which  a  DEISI  notice  was  published 
in  the  Federal  Register  prior  to  the  ef¬ 
fective  date  of  this  section  shall,  because 
of  a  bioequivalence  requirement,  be  the 
subject  of  an  approved  abbreviated  NDA 
submitted  in  accordance  with  S  314.1(f) 
of  this  chapter  as  provided  In  this  para¬ 
graph.  The  manufacturer  of  any  drug 
product  subject  to  the  requirements  of 
this  paragraph  for  which  a  full  or  abbre¬ 
viated  NDA  has  not  previously  been  ap¬ 
proved  shall,  within  60  days  after  the 
date  of  publication  in  the  Federal  Reg¬ 
ister  of  a  regulation  establishing  a  bio- 
equivalence  requirement  for  the  drug 
pursuant  to  f  320.3  of  this  chapter  submit 
sm  abbreviated  NDA  to  the  Food  and 
Drug  Administration.  Any  holder  of  an 
approved  NDA  for  a  drug  product  sub¬ 
ject  to  the  requirements  of  this  para¬ 
graph  shall,  within  60  days  after  the  date 
of  publication  in  the  Federal  Register  of 
a  regulation  establishing  a  bioequivalence 
requirement  for  the  drug  pursuant  to 
1 320.3  of  this  chapter,  submit  a  supple¬ 
ment  to  the  NDA  showing  that  the  drug 


product  meets  the  bioequivalence  re¬ 
quirement  so  established.  Certain  drugs 
are  listed  in  this  paragraph  as  requiring 
in  vivo  bioavailability  testing  to  establish 
bioequivalence.  Any  interested  person 
may  obtain  from  the  Office  of  Drug 
Monographs  (HFD-500),  Bureau  of 
Drugs,  Food  and  Drug  Administration, 
information  on  the  type  of  in  vivo  test¬ 
ing  that  will  satisfy  this  requirement.  If 
an  abbreviated  or  supplemental  NDA  is 
submitted  in  accordance  with  this  para¬ 
graph  for  a  drug  already  on  the  market, 
the  drug  product  involved  may  continue 
to  be  marketed  unless  and  imtil  the 
abbreviated  or  supplemental  NDA  is  dis¬ 
approved. 

Drugs  Requiring  in  Vitro  Testing  Only 

ANTI-HYPERTENSIVE /DIURETICS 

Alseroxylon  tablets 
Bendroflumethlazide  tablets 
Benztbiazlde  tablets 
Chlorothiazide  tablets 
Chlorthalidone  tablets 
Deserpldlne  tablets 
Hydrochlorothiazide  tablets 
Hydroflumethiazide  tablets 
Methyclothlazlde  tablets 
Polythiazide  tablets 
Qulnethazone  tablets 
Rauwolfla  sepentlna  tablets 
Resclnnamlne  tablets 
Reserplne  tablets 
Trlchlormethlazide  tablets 

ANTI-HYPERTENSIVE  DIURETICS  IN 
COMBINATION 

Chlorothiazide  and  reserplne  tablets 
Hydralazine  and  reserplne  tablets 
Hydralazine  hydrocholoride  and  hydrochloro¬ 
thiazide  tablets 

Hydrochlorothiazide  and  deserpldlne  tablets 
Hydrochlorothiazide  and  reserplne  tablets 
Methyclothlazlde  and  deserpldlne  tablets 
Reserplne,  hydralazine  hydrochloride  and 
hydrochlorothiazide  tablets 
Spironolactone  and  hydrochlorothiazide  tab¬ 
lets 

Trlchlorometblazlde  and  reserplne  tablets 
ANTI-INFECTIVES 

Sulfadiazine  tablets 
Sulfsunerazlne  tablets 
Sulflsomldlne  tablets 
Sulflsoxazole  tablets 
Sulfapyrldlne  tablets 
Sulfamethoxypyrldazlne  acetyl  tablets 
Sulfadlmethoxine  tablets 
Sallcyclazosulfapyrldlne  tablets 

ANTI-MALARIALS 

Pyrimethamine  tablets 

ANTI-NEOPLASnCS 

Chlorambucil  tablets 
Methotrexate  tablets 
Tiiethylene  melamine  tablets 
UracU  mustard  capsules 

ANTI-THTROm 
PropylthlouracU  tablets 

CARBONIC  ANHYDRASE  INHIBITORS 

Dlchlorphenamide  tablets 
Ethoxzolamlde  tablets 
Methazolamide  tablets 

CORTICOZDS 

Betamethasone  tablets 
Cortisone  acetate  tablets 
Dexamethasone  tablets 
Fluorocortlsone  acetate  tablets 
Fluprednlsolone  tablets 
Hydrocortisone  acetate  tablets  and  powder 
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Hydrocortisone  tablets 
Methylprednlsolone  tablets 
Parametkssone  acetate  tablets 
Prednisolone  tablets 
Prednisone  tablets 
Triamcinolone  tablets 

ESTKOCENS 

Dienestrol  tablets 

DlethylstUbestrol  diphosphate  tablets 
Dlethylstllbestrol  tablets 
Ethinyl  estradiol  tablets 

MISCELLANEOUS 

Desoxycorticosterone  acetate  tablets 
Ethisterone  tablets 
losproterenol  sublingual  tablets 
Methyltestosterone  tablets 

THYROID  SUPPLEMENT 

Liothyronlne,  sodium  tablets 

TRANQUILIZERS 

Chlordiazepoxlde  hydrochloride  capsules 
Fluphenazine  hydrochloride  tablets 
Perphenazine  tablets 
Prochlorperazine  tablets 
Promazine  tablets 
Promethazine  tablets 
Thioridazine  tablets 
Trifluoperazine  tablets 
Tiiflupromazine  tablets 
Tiimeprazlne  tablets 

VITAMIN  K 

Menadione  tablets 
Phytonadlone  tablets 

Drugs  Requiring  In  Vivo  Testing 

ANTI'ARRHYTHMICS 

Procainamide  hydrochloride  capsules  • 
Qulnldlne  polygalacturonate  tablets 

anti-coagulamts 

Blshydroxycoumarln  tablets  and  ci^psules 
Warfarin,  sodium  and  potassium  tablets 

ANTI-CONVULSANTS 

Diphenylhydantoln  suspension 
Ethosuzlmlde  ci^isules 
Ethotoln  tablets 
Mepbenytoln  tablets 
Methsuxlmlde  capsules 
Parametbadlone  capsules 
Phenacemlde  tablets 
Phensuzlmlde  capsules  and  suspension 
Primidone  tablets  and  suspension 
Trimetbadione  capsules 

ANTI-lNPECnVES 

Nitrofurantoin  tablets  and  suspension 
Sulfadiazine  sodium  bicarbonate  suspension 
Sulfadiszme,  sulfamethazine,  and  sulfamera- 
zine  (triple  sulfa)  tablets  and  suspension 
SulfadlmethoElne  drops  and  suspension 
Sulfamethozypyrldasdne  acetyl  suspension 
Sulfaphenazole  suspension 
Sulflrozazole  acetyl  suspension 

ANTT-TUBERCULAR 

Aminosalicylic  acid  and  Isonlazid  tablets 
Aminosalicylic  add  powder,  tablets,  and  resin 
Aminosalicylic  calcium  granules,  tablets,  and 
capsules 

Aminosalicylic  potassium  tablets,  ciqisules, 
and  powder 

Aminosalicylic  sodium  powder,  tablets,  and 
granules 

Benzoylpas  calcium  tablets  and  powder 
Para-amlnosallcylate  sodium  and  Isonlazid 
tablets 

Phenylamlnosalicylate  powd^  and  tablets 

BRONCHIAL  DILATORS 

Aminophylllne  tablets 
Dyphylllne  tablets 
Oxtriphylline  tablets 
Tbec^bylllne  sodium  glyclnate  tablets 


CARBONIC  ANHTDRASE  INHIBITORS 

Acetazolamlde  tablets 

CARDIAC  OLTCOSIDBS 
Acetyldlgitoxin  tablets 

htpogltcemics 
Tolbutamide  tablets 

MISCELLANEOUS 

Imipramine  hydrochloride  tablets 
Probenecid  tablets 
Sodium  sulfoxone  tablets 

PARENTERAL  DRUGS 

Cortisone  acetate  sterile  aqueous  suspension 
for  intramuscular  Injections 
Diphenylhydantoln,  sodium  powder  for  in¬ 
jections 

Estrone  sterile  aqueous  su^nsion  fw  in¬ 
jections 

Hydrocortisone  acetate  sterile  aqueous  sus¬ 
pension 

Hydrocortisone  butylacetate  sterile  aqueous 
suspension 

Prednisolone  butylacetate  sterile  suspension 
for  Intramuscular  and  Intra-articular  In¬ 
jections 

Triamcinolone  acetonlde  sterile  suspension 
Triamcinolone  dlacetate  sterile  suspension 

TRANQUILIZERS 

Chlorpromazlne  tablets 

(d)  The  drugs  listed  in  this  paragraph 
for  which  a  DESI  notice  was  published 
in  the  Federal  Register  prior  to  the  ef¬ 
fective  date  of  this  section  shall,  because 
of  a  special  manufacturing  problem,  be 
the  subject  of  an  approved  abbreviated 
NDA  submitted  in  accordance  with 
I  314.1(f)  of  this  chapter  as  provided  In 
this  paragraph.  The  manufacturer  of 
any  dnig  product  subject  to  the  require¬ 
ments  of  this  paragraph  for  which  a  full 
or  abbreviated  NDA  has  not  previously 
been  approved  shall,  after  publication  in 
the  Federal  Register  of  a  regulation 
requiring  submission  and  approval  of  an 
abbreviated  NDA  for  the  dnig  product 
because  of  a  special  manufacturing  prob¬ 
lem,  submit  such  an  abbreviated  NDA  to 
the  Food  and  Drug  Administration 
within  the  time  specified  in  the  regula¬ 
tion.  Any  holder  of  an  approved  NDA 
for  a  drug  product  subject  to  the  require¬ 
ments  of  this  paragraph  shall,  within 
such  time  period,  submit  a  supplement  to 
the  NDA  to  make  the  application  current 
to  the  extent  required  for  an  abbreviated 
NDA  in  accordance  with  §  314.1(f)  of  this 
chapter.  If  an  abbreviated  or  supple¬ 
mental  NDA  is  submitted  in  accordance 
with  this  paragraph  for  a  drug  already 
on  the  market,  the  drug  product  in¬ 
volved  may  continue  to  be  marketed  un¬ 
less  and  until  the  abbreviated  or  supple¬ 
mental  NDA  is  disapproved. 

Drug  Products  iNvoLvnfo  Extracts  or 
Biological  Preparattonb 

Chotionio  gonadotropin  lyphnized  forms 
suitable  for  Intramuscular  admlnlstratkin 
after  reconstitution 

Conjugated  estrogens  powder  for  Intramus¬ 
cular  or  Intravenous  Injection 
Corticotropin  aqueous  scflutlcm,  gti,  or  lyoph- 
Ulzed  powder  for  Intramuscular,  Intra¬ 
venous,  or  subcutaneous  Injection 
Insulin  solution  for  Intramuscular,  intra¬ 
venous,  or  subcutaneous  Injection 
Oxytocin  nasal  spray 


ftodium  heparin  aqueous  or  gelatin  solution 
for  intramuscular.  Intravenous,  or  sub¬ 
cutaneous  Injection  \ 

Tbyrutropln  lyophlllzed  powder  for  reconsti¬ 
tution  for  Intramuscular  ot  subcutaneous 
injection 

Drug  Products  for  Intrathecal  or 
Intraventricular  Injection 

Dlbucaln  hydrochloride  with  dextrose  sterile 
Injectable  solutions  used  for  production  of 
iqplnal  anesthesia 

Hexylcalne  hydrochloride  with  dextrose 
sterile  Injectable  solutions  used  for  the 
production  of  spinal  anesthesia 
Isophendylate  solutions  tar  Intrasplnal  ad¬ 
ministration 

Lldocalne  hydrochloride  5  percent  and  dex¬ 
trose  sterile  Injection  solutions  used  for 
production  of  spinal  anesthesia 
Lldocalne  hydrochloride  0.5  percent,  1.0  per¬ 
cent,  2.0  percent  with  and  without  epin¬ 
ephrine  injection  sterile  injectable  solu¬ 
tions  used  for  the  production  of  caudal 
or  epidural  block  by  the  Intrasplnal  route 
Meplvacalne  hydrochloride  1  percent  and  2 
percent  sterile  solutions  used  for  local 
anesthesia  by  Inflltratlon  injection,  nerve 
block,  caudal  or  other  epidural  blocks 
Procaine  bydrochlmide  sterile  Injectable  so¬ 
lutions  for  parenteral  administration,  l.e.. 
Intramuscular.  Intravenous,  or  subcutane¬ 
ous.  or  Intrasplnal 

(e)  Upon  receipt  of  new  information, 
drugs  subject  to  paragraphs  (a) ,  (b) ,  (c) . 
or  (d)  of  this  section  may  be  reclas^ed 
and  made  subject  to  the  requirements  of 
a  different  paragraph  of  this  section,  e.g., 
a  drug  may  be  reclassified  from  para¬ 
graph  (c)  to  paragraph  (a)  of  this  sec¬ 
tion.  or  vice  versa.  Any  such  notice 
amending  or  supplementing  a  DESI  no¬ 
tice  and  reclassifying  a  drug  pursuant  to 
this  paragrai^  shall  contain  reasonable 
transition  provisions  consistent  with  the 
protecticm  of  the  public  health. 

(f)  All  conditions  for  marketing  drugs 
established  in  individual  DESI  notices 
publl^ed  in  the  P^deral  Register  prior 
to  the  effective  date  of  this  section,  re¬ 
lating  to  the  need  for  an  abbreviate  or 
full  NDA  or  bioavailability  data  or  refer¬ 
ring  to  the  notice  of  July  14,  1970  (35 
FR  11273),  that  are  inconsistent  with 
this  section  are  hereby  revoked  and  su¬ 
perseded. 

(g)  A  human  prescription  drug  prod¬ 
uct  for  which  the  applicable  DESI  notice 
is  published  in  the  Federal  Register  sub¬ 
sequent  to  the  effective  date  of  this  sec¬ 
tion  may  lawfully  be  marketed  if  it  meets 
all  the  requirements  and  limitations  es¬ 
tablished  in  the  notice,  including  label¬ 
ing,  potency,  dosage,  and  manufacturing, 
and  in  any  amendment  or  supplement  to 
such  notice. 

(1)  The  Food  and  Drug  Administra¬ 
tion  shall  periodically  revise  paragraphs 
(c)  and  (d)  of  this  section  to  Ust  such 
additional  drugs  subject  to  the  require¬ 
ment  of  an  abbreviate  NDA. 

(2)  Any  drug  product  being  marketed 
(«  the  date  of  publication  in  the  Federal 
Register  of  such  an  applicable  DESI  no¬ 
tice  may  continue  to  be  lawfully  mar¬ 
keted  only  if.  after  the  date  of  publica¬ 
tion  of  the  applicable  DESI  notice  in  the 
PteERAL  Regicter.  the  manufacturer  of 
the  drug  product  fully  complies  with  all 
of  the  requirements  and  limitations  spec¬ 
ified  in  the  applicable  DESI  notice. 
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(3)  Any  drug  product  not  being  mar¬ 
keted  on  tbe  date  of  pubUcatton  In  tbe 
Federal  Rcgistxb  of  such  an  amicable 
DESI  notice  may  thereafter  lawfully  be 
marketed  only  if,  prior  to  such  market¬ 
ing,  the  manufacturer  of  the  drug  prod¬ 
uct  has  fully  complied  with  all  of  the  re¬ 
quirements  and  limitations  specified  In 
the  applicable  DESI  notice. 

(h)  Every  DESI  notice  published  in 
the  Federal  Register  after  the  effective 
date  of  the  section  shall  state  whether 
the  drugs  covered  by  the  notice  are  sub¬ 
ject  to  the  condllons  established  in  para¬ 
graphs  (a),  (b).  (c);  or  (d)  of  this  sec¬ 
tion.  The  failure  of  any  such  notice  to 
specify  such  conditions  shall  be  deemed 
to  mean  that  drugs  covered  by  that  no¬ 
tice  shall  be  subject  to  paragraph  (a)  of 
this  section. 

(i)  A  drug  product  for  which  an  appli¬ 
cable  DESI  notice  was  published  in  the 
Federal  Register  either  before  or  after 
the  effective  date  of  this  section,  evalu¬ 
ating  one  or  more  indications  as  effec¬ 
tive,  but  which  also  have  less-than- 
effective  indications  (possibly  effective 
or  probably  effective)  on  which  no  final 
determination  has  been  made,  may  con¬ 
tinue  to  be  labeled  with  the  less-than- 
effective  indications  until  such  final  de¬ 
termination  is  made,  provided  the  label¬ 
ing  and  advertising  for  the  drug  product 
comply,  with  §  201.200  of  this  chapter. 
Marketing  of  any  such  drug  product  is 
subject  to  paragraphs  (a) ,  (b) ,  (c) ,  (d) , 
or  (g)  of  this  section  except  that  in  lieu 
of  approval  of  any  full  or  abbreviated  or 
supplemental  NDA  that  Is  required,  mar¬ 
keting  will  be  permitted  by  written  notifi¬ 
cation  from  the  Food  and  Drug  Admin¬ 
istration  pending  a  final  determination 
on  the  less-than-effective  indications. 

(j)  Drug  products  subject  to  this  sec¬ 
tion  may  be  marketed  only  in  accordance 
with  the  provisions  of  this  section.  A 
marketed  drug  product  not  in  complete 
compliance  with  this  section,  e.g.,  an  ab¬ 
breviated  NDA  has  not  been  submitted 
as  required  or  has  been  disapproved,  is  in 
violation  of  law  and  subject  to  regula¬ 
tory  action. 

(k)  Upon  disapproval  of  a  full  or  ab¬ 
breviated  NDA  submitted  pursuant  to  this 
section,  the  procedmes  for  disapproval  of 
any  NDA  pursuant  to  section  505(d)  of 
the  act  shall  be  applicable.  Marketing 
of  the  drug  product  involved  shall  there¬ 
after  be  illegal  unless  the  Commissioner, 
in  his  discretion,  determines  to  stay  such 
disapproval  or  to  defer  enforcement 
action. 

(l)  Upon  promulgation  of  a  final  reg¬ 
ulation  revising  §  201.56  of  this  chapter 
to  establish  a  new  imiform  format  for 
human  prescription  drug  labeling,  all 
persons  marketing  drug  products  sub¬ 
ject  to  this  section  shall,  within  180  days 
after  the  effective  date  of  that  regulation 
revise  their  labeling  to  comply  with  the 
requirements  of  revised  §  201.56  of  this 
chapter. 

(m)  The  Food  and  Drxig  Administra¬ 
tion  will,  in  the  future,  establish  by  regu¬ 
lation  old  drug  monographs  determining 
the  conditions  imder  which  human  pre¬ 
scription  drug  products  may  lawfully  be 
marketed  without  an  approved  full  or 


abbreviated  NDA.  Such  regulations  shall, 
when  promulgated,  supersede  and  revere 
the  provisions  of  any  i4>pllcable  DESI 
notices  and  of  this  section  with  respect 
to  the  specific  drug  products  so  coverecL 
(n)  Upon  pnxnulgation  of  this  section, 
the  provisions  In  division  in  of  the  pre¬ 
amble  to  the  notice  of  Jtme  20, 1975,  are 
hereby  revoked  and  superseded. 

Interested  persons  may,  on  or  before 
August  19,  1975,  submit  to  the  Hearing 
Clerk,  Food  and  Drug  Administration, 
Rm.  4-65,  5600  Fishers  Lane,  Rockville, 
MD  20852,  written  comments  regarding 
this  proposal.  Comments  shall  be  filed  In 
qulntuplicate  and  shall  be  Identified 
^th  the  Hearing  Clerk  docket  number 
foimd  In  the  dociiment  heading.  Re¬ 
ceived  comments  may  be  seen  In  the 
above  ofiBce  during  working  hours,  Mon¬ 
day  through  Friday. 

Dated:  June  13, 1975, 

A.  M.  Schmidt, 

_  Commissioner  of  Food  and  Drugs. 
(FR  Doc.75-16962  Filed  0-19-75;8:46  am] 


[21  CFR  Part  314] 

[Docket  No.  75N-0064] 

DRUGS  FOR  HUMAN  USE 

Proposed  Revision  of  Requirements  for  In¬ 
formation  in  Abbreviated  New  Drug  Ap¬ 
plications 

The  Commissioner  of  Food  and  Drugs 
proposes  to  revise  the  format  of  an  ab¬ 
breviated  new  drug  application.  Inter¬ 
ested  persons  have  until  August  19, 
1975,  to  submit  comments. 

Section  314.1(f)  (21  CFR  314.1(f)) 
describes  the  kinds  of  information  re¬ 
quired  in  abbreviated  new  drug  applica¬ 
tions  (NDA) .  The  section  requires  rela¬ 
tively  minimal  Information  concerning 
the  composition  of  the  drug  product  and 
the  methods  used  in,  and  the  facilities 
and  controls  used  for,  its  manufacture, 
processing,  and  packing.  It  contains  no 
reference  to  the  submission  of  samples. 

nie  Commissioner  has  carefully  re¬ 
viewed  the  agency’s  experience  with  the 
use  of  abbreviated  NDA’s  and  has  deter¬ 
mined  that  their  purpose  can  be  served 
best  by  a  new  approach  to  the  regula¬ 
tory  control  of  human  prescription  drug 
products.  Rather  than  require  abbrevi¬ 
ated  NDA’s  for  all  drug  products  foimd 
to  be  safe  and  effective  through  the  Drug 
Efficacy  Study,  the  Commissioner  has 
concluded  that  the  abbreviated  NDA  re¬ 
quirement  should  be  reserved  for  those 
products  for  which  there  is  evidence  or 
good  reas(m  to  believe  that  a  bioavaila¬ 
bility  or  special  manufacturing  problem 
exists.  For  those  drug  products  that  have 
no  known  or  suspected  bioavailability  or 
special  manufacturing  problem  that 
would  cause  the  drug  to  lack  general 
recognition  of  effectiveness  and/or  gen¬ 
eral  recognition  of  safety,  the  agency  is 
proposing  to  substitute  general  surveil¬ 
lance  and  monitoring  controls  in  place 
of  abbreviated  NDA’s,  without  loss  of 
public  health  protection.  Appearing 
elsewhere  in  this  issue  of  the  Federal 
Register  are  notices  of  interim  enforce¬ 


ment  policy  and  of  proposed  rule  making 
that  discuss  this  new  i^^iroach  In  detail. 
A  proposal  to  establish  a  new  $320.2 
(21  CFR  320j2)  setting  forth  procedures 
for  determining  the  bioavailablllty  of 
drugs,  and  a  proposal  to  promulgate 
procedures  for  establishing  bloeinilva- 
lence  requirements  for  certain  drug 
products  also  appear  elsewhere  in  this 
issue  of  the  Federal  Register. 

Since  it  is  being  proposed  that  the  ab¬ 
breviated  NDA  requirement  be  con¬ 
cerned  mainly  with  drug  products  with 
bloavail£d)illty  and/or  special  manufac¬ 
turing  problems,  the  Commissioner  is  of 
the  opinion  that  some  of  the  require¬ 
ments  of  the  present  S  314.1(f)  are 
clearly  inadequate  and  that  full  infor¬ 
mation  with  respect  to  composition  of 
the  drug  product,  methods,  facilities  and 
controls  used  in  its  manufacture,  and 
the  availability  of  appropriate  samples 
for  testing  by  the  Ftood  and  Drug  Ad¬ 
ministration  are  prerequisites  to  a  mean¬ 
ingful  evaluation  of  the  application. 

Therefore,  pursuant  to  provisions  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  (secs,  502(a)  and  (f),  505,  701(a), 
52  Stat.  1050-1053,  1055,  as  amended  (21 
U.S.C.  352(a)  and  (f),  355,  371(a))) 
and  under  authority  delegated  to  him 
(21  CFR  2.120),  the  Commissioner  pro¬ 
poses  that  S  314.1  be  amended  by  revis¬ 
ing  paragraph  (f)  to  read  as  follows: 

§  314.1  Applications 

«  •  •  •  • 

(f )  Abbreviated  new  drug  applications. 
Such  applications  shall  contain: 

(1)  Full  information  of  the  kinds  de¬ 
scribed  in  items  1  (table  of  contents) ,  4 
(label  and  all  other  labeling),  5  (Rx  or 
ore  statement),  6  (components),  7 
(composition),  and  8  (methods,  facili¬ 
ties,  and  controls)  of  the  new  drug  ap¬ 
plication  Form  FD-356H. 

(2)  Labeling  that  is  in  accord  with 
the  labeling  conditions  described  in  the 
notice,  or  any  subsequent  amendment 
thereof,  that  an  abbreviated  new  drug 
application  is  required. 

(3)  If  a  bioequivalence  requirement 
has  been  established  for  the  drug  prod¬ 
uct  pursuant  to  §  320.3  of  this  chapter, 
data  adequate  to  fulfill  that  requirement. 

(4)  Any  information  available  to  the 
applicant,  including  preclinical  or  clini¬ 
cal  data  developed  by  the  applicant  or 
by  other  persons  on  behalf  of  the  appli  • 
cant,  on  adverse  effects  of  the  drug  prod  • 
uct  that  are  not  refiected  in  the  labeling. 

(5)  A  commitment  to  furnish,  upon 
request,  samples  of  the  drug  product 
and/or  its  components  and  pertinent 
reference  standards  for  testing  by  the 
Food  and  Drug  Administration.  This 
may  include  submission  of  appropriate 
samples  pertaining  to  each  batch  manu¬ 
factured  when  the  Commissioner  deter¬ 
mines  that  such  testing  is  necessary  to 
assure  batch-to-batch  uniformity. 

(6)  Additional  information  that  may 
be  required  for  approval  of  the  appli¬ 
cation  as  specified  in  a  written  com¬ 
munication  from  the  Food  and  Drug 
Administration. 

(7)  An  environmental  impact  analysis 
report  analyzing  the  environmental  im- 
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pact  of  the  manufacturing  process  and 
ultimate  use  or  consumption  of  the  drug 
product  piusiiant  to  I  6.1  of  this  chapter. 

(8)  The  signature  of  the  applicant  or 
responsible  official  or  agent  on  a  com¬ 
pleted  form  PD-356H. 

Interested  persons  may,  on  or  before 
August  19,  1975,  submit  to  the  Hearing 
Clerk,  Food  and  Drug  Administration, 
Rm.  4-65,  5600  Fishers  Lane,  Rockville, 
MD  20852,  written  comments  regarding 
this  proposal.  Comments  shall  be  filed 
in  quintupllcate  and  shall  be  identified 
with  the  Hearing  Clerk  docket  number 
found  in  the  document  heading.  Received 
comments  may  be  seen  in  the  above  oflBce 
during  working  hours,  Monday  through 
Friday. 

Dated:  June  13, 1975. 

A.  M.  Schmidt, 

Commissioner  of  Food  and  Drugs. 

(FR  Doc.75-16963  PUed  6-19-76:8:45  araJ 


[  21  CFR  Parts  314  and  320  ] 

[Docket  No.  76N-00511 

PROCEDURES  FOR  DETERMINING  THE  IN 

VIVO  BIOAVAILABILITY  OF  DRUG  PROD¬ 
UCTS 

Notice  of  Proposed  Rule  Making 

The  Commissioner  of  Food  and  Drugs 
proposed  regulations,  published  in  the 
Federal  Register  of  January  5,  1973  (38 
FR  885),  regarding  bioavailability  re¬ 
quirements  for  prescription  drugs.  In¬ 
terested  persons  were  invited  to  submit 
comments  on  the  proposed  regulations 
by  March  6,  1973.  Seventeen  comments 
were  receiv^  from  manufacturers  and 
scientific  associations,  pharmacy  groups, 
university  professors,  and  pharmaceuti¬ 
cal  manufacturers. 

The  Commissioner  is  now  reproposlng 
regulations  defining  the  term  “bioavail¬ 
ability,”  setting  out  the  purposes  of  blo- 
availability  studies,  and  establishing 
methods  and  procedures  for  determining 
the  bioavailability  of  prescription  drug 
products.  Interested  persons  have  until 
August  4, 1975,  to  submit  comments. 

The  regulations  as  originally  proposed 
were  intended  to  define  the  term  “bio¬ 
availability,"  set  forth  acceptable  meth¬ 
ods  and  procedmes  for  determining  the 
bioavailability  of  a  drug  product,  and 
establish  procedures  under  which  manu¬ 
facturers  would  be  required  to  submit 
bioavailability  data  for  specific  drug 
products  for  which  the  Commissioner 
concludes  that  bioavailability  testing  is 
required.  The  proposed  regulations  at¬ 
tempted  to  set  out  general  requirements 
not  only  for  determining  the  bloavall- 
ability  of  a  single  drug  product  but  also 
for  determining  the  comparative  blo- 
availabllity,  i.e.,  bloequivalence,  of  two  or 
more  formulations  of  the  same  drug 
products. 

Since  the  proposed  regulations  were  • 
published  in  the  Federal  Register,  there 
has  been  a  great  deal  of  discussion  in 
Congress,  the  Food  and  Drug  Adminis¬ 
tration,  the  drug  industry,  and  medical 
and  scientific  communities  regarding  evi¬ 
dence  that  certain  drug  products  that 
are  Intended  to  be  used  interchangeably 


for  the  same  therapeutic  effect  have  pro¬ 
duced  measurable  differences  in  blood 
levels,  which  are  the  result  of  differences 
In  the  bioavailability  of  these  drug 
products. 

The  Commissioner  concludes  that  the 
methods  and  procedures  set  out  in  the 
proposed  regulations  for  determining  the 
bioavailability  of  a  drug  product,  as  re¬ 
vised  to  refiect  comments  received  re¬ 
garding  the  proposal,  shall  be  reproposed 
for  public  comment  prior  to  promulga¬ 
tion  of  a  final  regulation.  The  procedures 
set  out  in  the  January  1973  proposal  for 
identifying  drug  products  that  need  data 
to  show  that  they  are  comparable  in 
bioavailability  to  other  drug  products 
which  are  intended  to  be  used  inter¬ 
changeably,  and  the  methods  for  deter¬ 
mining  such  bioequivalence,  have  been 
revised  and  are  proposed  as  separate  reg¬ 
ulations  elsewhere  in  this  issue  of  the 
Federal  Register. 

The  regulations  reproposed  herein  de¬ 
fine  the  term  bioavaUability;  set  out  the 
purposes  of  bioavailability  studies;  estab¬ 
lish  methods  and  procedures  for  in  vivo 
testing  to  determine  the  bioavailability 
of  drug  products:  and  require  specific 
bioavailability  data  in  all  new  drug  ap¬ 
plications  and  in  supplemental  appli¬ 
cations,  if  any  such  supplement  concerns 
a  significant  change  in  product  formu¬ 
lation,  except  where  waiver  of  this 
requirement  is  granted. 

In  the  proposal  published  elsewhere  in 
this  issue  of  the  Federal  Register  the 
Commissioner  is  proposing  regulations  to 
define  certain  terms  relating  to  bioequiv¬ 
alence,  set  out  criteria  to  be  used  to  iden¬ 
tify  specific  drug  products  for  which  a 
bioequivalence  requirraient  should  be 
established,  and  set  out  procedures  which 
the  Food  and  Drug  Administration  will 
follow  in  establishing  •  a  bioequivalence 
requirement  for  a  specific  drug  product 
or  class  of  drug  products.  Where  a  blo- 
equivalance  requirement  is  established 
by  regulation,  all  persons  marketing  the 
drug  product  will  be  required  to  demon¬ 
strate  that  their  drug  product  meets  the 
established  bloequivalence  requirement. 
The  proposed  regulations  provide  that 
any  proposed  bioequivalence  requirement 
will  be  published  in  the  Federal  Register 
and  Interested  persons  will  be  invited  to 
submit  written  comments  on  the  pro¬ 
posal.  Such  comments  wUl  be  considered 
by  the  Commissioner  in  his  decision  re¬ 
garding  a  final  regulation  establishing 
a  bloequivalence  requirement.  If  a  bio¬ 
equivalence  requirement  necessitates  in 
vivo  bioavailability  testing,  such  testing 
will  be  conducted  pursuant  to  the  pro¬ 
visions  of  §320.2  (21  CFR  320.2),  pro¬ 
posed  herein. 

In  addition,  elsewhere  in  this  issue  of 
the  Federal  Register,  the  Commissioner 
is  proposing  to  revise  the  requirements 
of  §  314.1(f)  (21  CFR  314.1(f))  regard¬ 
ing  the  information  which  should  be  in¬ 
cluded  in  an  abbreviated  new  drug  appli¬ 
cation.  The  Commissioner  in  the  near 
future  will  propose  regulations  establish¬ 
ing  bioavailability  and  bloequivalence  re¬ 
quirements  for  antibiotic  drug  products; 
these  regulations  parallel  those  for  non- 
antlblotlc  new  drugs. 


The  comments  relating  to  the  blo¬ 
equivalence  of  drug  products,  received  in 
response  to  the  proposal  of  January  5, 
1973,  have  been  considered  in  the  devel¬ 
opment  of  proposed  regulations  on  this 
subject  published  elsewhere  in  this  issue 
of  the  Federal  Register.  The  comments 
received  relating  to  the  general  princi¬ 
ples  of  in  vivo  bioavailability  testing  as 
they  apply  to  any  drug  product  and  the 
Commissioner’s  conclusions  based  on  his 
evaluation  of  these*  comments  are  sum¬ 
marized  as  follows: 

1.  One  comment  disagreed  with  the 
preamble  statement  that  the  parameters 
associated  with  defining  the  bioavallabil- 
ity  of  a  drug  product  have  been  identi¬ 
fied  and  the  factors  for  assessing  the  bio¬ 
availability  of  a  drug  product  are  in  most 
instances  known  or  can  be  determined. 
Another  comment  stated  that  the  tech¬ 
nology  necessary  to  make  bioavailability 
determinations  and  to  evaluate  them  for 
all  products  is  not  always  present  today. 
One  manufacturer  recommended  the  in¬ 
clusion  in  the  regulations  of  a  statement 
that  blood  or  urinary  measurements  are 
not  required  for  a  marketed  new  drug 
product  where  a  method  has  not  been  de¬ 
veloped  for  making  such  a  measurement. 

Although  the  Commissioner  recogmlzes 
that  the  techniques  employed  in  in  vivo 
bloavailablllty  studies  are  in  a  state  of 
evolution  and  that  available  technology 
must  be  considered  in  obtaining  data  for 
a  particular  drug  product,  he  believes 
that  the  basic  approach  to  defining  drug 
bloavailablllty  is  adequately  described  in 
the  scientific  literature.  Section  320.2 
(b)(1)  of  this  proposal  states  that  bio¬ 
availability  may  be  determined  by  sev¬ 
eral  direct  or  indirect  methods,  the  selec¬ 
tion  of  which  often  depends  upon  the 
purpose  of  the  study,  the  analytical 
me^od  available,  and  the  nature  of  the 
drug  product.  Technical  limitations  af¬ 
fect  the  degree  to  which  precise  phar¬ 
macokinetic  studies  can  be  applied  and 
in  some  cases  necessitate  the  use  of  other 
methods.  Section  320.2(b)  (2)  of  this  pro¬ 
posal  provides  for  alternative  approaches 
for  determining  the  bioavailability  of  a 
drug  product  where  methods  for  deter¬ 
mining  blood  levels  or  urinary  excretion 
rates  of  the  product  have  not  been  de¬ 
veloped.  In  addition,  §  320.2(c)  of  this 
proposal  provides  that,  under  certain 
specified  circumstances,  any  Interested 
person  may  request  the  Food  and  Drug 
Administration  to  waive  the  requirement 
for  evidence  of  in  vivo  bioavallablUty. 
The  proposed  regulations  thus  accom¬ 
modate  the  range  of  methods  currently 
available  for  bioavailability  testing  and 
provide  for  continuing  technological 
Innovation. 

For  clarification,  the  Commissioner 
has  set  out  in  §  320.2(d)  (1)  the  purpose 
of  in  vivo  bloavallabillty  studies.  For  new 
drug  products  containing  a  ^erapeutic 
moiety  that  has  not  been  previously  mar¬ 
keted,  the  purpose  of  an  in  vivo  bioavail¬ 
ability  test  is  to  determine  the  bioavail¬ 
ability  of  the  formulation  proposed  for 
marketing  and  to  determine,  if  this  has 
not  been  done  previously  as  part  of  the 
Investigation  of  the  drug,  the  essential 
pharmacokinetic  characteristics  of  the 
therapeutic  moiety,  such  as  the  extent  of 
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absorption,  the  half-life  the  thera¬ 
peutic  moiety  in  yiro,  and  the  rateis)  of 
excretion  and/or  metabolism.  For  a  new 
formulation,  a  new  dosage  form,  or  a  new 
salt  or  ester  of  an  already  marketed 
therapeutic  moiety,  the  purpose  of  an  in 
vivo  bioavailabili^  test  is  to  determine 
that  the  new  fcHmulation,  dosage  form, 
or  salt  or  ester  is  comparable  to  similarly 
labeled  currently  marketed  drug  products 
containing  the  same  therapeutic  moiety 
or  otherwise  meets  any  comparative 
labeling  claims  made  in  relation  to  such 
other  currently  marketed  drug  products. 
For  a  new  drug  product  for  which  a  con¬ 
trolled  release  claim  is  made,  the  purpose 
of  an  in  vivo  bioavailability  test  is  to  de¬ 
termine  that  the  new  product  meets  the 
claims  made  for  it.  For  a  drug  product 
undergoing  testing  to  determine  whether 
it  meets  a  bioequivalence  requirement 
estaUished  imder  proposed  §  320.3,  the 
purpose  of  an  in  vivo  bioavailability  test 
is  to  determine  that  the  product  is  com¬ 
parable  to  other  maiketed  drug  products. 

2.  Several  comments  suggested  revision 
of  the  definition  of  bioavailabUlty. 

In  response  to  these  comments,  the 
Commissioner  proposes  to  revise  the  defi¬ 
nition  of  the  term  bioavailability  in 
S  320.1  to  mean  the  rate  and  extent  to 
which  the  active  therapeutic  moiety  is 
absorbed  from  a  drug  product  and  be¬ 
comes  available  to  the  site  of  drug  ac¬ 
tion,  usually  as  estimated  by  its  concen¬ 
tration  in  body  fiuids,  by  the  rate  of  ex¬ 
cretion,  or  by  an  acute  pharmacological 
effect. 

3.  A  number  of  comments  were  received 
r^:arding  paragraph  Cb)  (2)  of  the  pro¬ 
posed  regiQation.  One  comment  recom¬ 
mended  that  effectiveness,  as  established 
by  clinical  trials,  be  viewed  as  substanti¬ 
ation  of  bioavailability.  Another  com¬ 
ment  rec(xnmended  that  the  regulations 
allow  for  the  bioavailability  of  a  drug 
product  to  be  determined  through  the 
use  of  any  technique  or  methodology 
agreed  upcm  by  the  Food  and  I>rug  Ad¬ 
ministration  and  the  applicant.  Still 
another  ccnmnent  recommended  the  ad¬ 
dition  of  the  phrase  “where  appropriate” 
to  make  it  clear  that  the  regulation  does 
not  necessitate  statistical  evaluation  of 
the  results  of  clinical  trials  where  the 
evaluation  would  be  meaningless  or 
unnecessary. 

Because  these  comments  reflect  some 
misunderstanding  of  the  intent  of  para¬ 
graph  (b)(2),  the  Commissioner  is  re- 
pr<^x>sing  a  revised  po'tlon  of  this  para¬ 
graph  as  a  separate  S  320.2(b)  (2).  This 
new  paragrai^  sets  forth  acceptable 
metlK^  for  determining  the  bioavaila¬ 
bility  of  drug  products  including,  but  not 
limited  to,  clinical  trials  and  any  other 
technique  or  methodology  approved  by 
the  Food  and  Drug  Administration.  How¬ 
ever,  in  all  cases  a  bioavailability  test 
shall  be  conducted  using  the  most  accu¬ 
rate  and  sttisitive  method  available.  A 
clinical  trial  to  establish  the  safety  and 
effectiveness  of  a  drug  product  is  the 
least  accurate  and  sensitive  of  the  meth¬ 
ods  set  out  in  i  320.2(b)  (2)  and  is  ade¬ 
quate  (mly  when  other  methods  are  not 
available.  In  additlmi.  I  320.2(d)  (8)  pro¬ 
vides  that  a  proposed  protocol  far  a  bio- 
availability  study  include  chemical  and 


statistical  analytical  methods,  as 
appropriate. 

4.  A  number  of  comments  were  re¬ 
ceived  regarding  the  requirements  for 
the  filing  of  a  “Notice  of  Claimed  Investi¬ 
gational  Exemption  for  a  New  Drug” 
(IND)  for  a  bioavailability  study.  Sev- 
«tLl  comments  stated  that  an  IND 
should  be  filed  for  any  such  study,  some 
would  waive  the  requirement  where  the 
labeled  dosage  is  not  exceeded,  and  one 
would  not  require  an  IND  for  a  study 
Involving  normal  subjects  even  though 
the  dosage  would  exceed  that  specified  in 
the  labeling. 

The  C<Hnmissioner  is  of  the  opinion 
that  an  IND  should  be  required  for  a  bio¬ 
availability  study  where  it  is  necessary 
to  protect  the  safety  of  the  subjects  and 
patients.  The  Commissioner  proposes 
that,  in  the  interest  of  subject  and  pa¬ 
tient  protection,  an  IND  shall  be  sub¬ 
mitted  for  any  in  vivo  bioavailability 
study  in  humans  involving  a  drug  prod¬ 
uct  containing  a  new  chemical  entity 
which  is  not  the  subject  of  an  approved 
new  drug  application.  If  the  drug  prod¬ 
uct  involved  in  the  study  is  currently 
commercially  available  for  an  approved 
indication,  is  the  subject  of  an  approved 
new  drug  application,  or  is  identical,  sim¬ 
ilar,  or  related  to  such  a  drug  product, 
an  IND  is  required  only  for  (1)  a  single 
dose  study  in  normal  subjects  or  patients 
where  the  dose  exceeds  that  specified  in 
the  labeling,  (2)  a  steady-state  study  in 
patients  where  the  dose  exceeds  that 
specified  in  the  labeling,  or  (3 )  a  steady- 
state  study  in  normal  subjects  whether 
or  not  the  dose  exceeds  that  specified  in 
the  labeling.  Section  320.2(e)  of  this 
proposal  sets  out  these  requirements. 

5.  Two  comments  stated  that  tha  first 
sentence  in  paragraph  (c)(1)  (iii)  of  the 
pr(H>osed  regulation  could  be  misleading 
and  should  be  reworded  to  clarify  that 
“peer  review,”  i.e.,  InstituticHial  review, 
is  required  only  in  those  studies  being 
conducted  in  institutional  settings  and 
that  written  consent  is  not  required  for 
Phase  m  trials. 

The  Commissioner  is  of  the  opinion 
that  institutional  review  is  requlr^  un¬ 
der  $  312.1  for  a  bioavailability  study 
conducted  under  an  IND  on  institution¬ 
alized  subjects  or  patients  or  that  is  con¬ 
ducted  by  an  indi\ddual  afiUiated  with  an 
Institution  which  agrees  to  assume  re¬ 
sponsibility  for  the  study.  There  is  no 
requirement  under  {  312.1  for  institu¬ 
tional  review  of  a  study  conducted  in 
noninstltutional  settings.  Because  of  the 
likelihood  of  bioavailability  studies  being 
conducted  on  normal  subjects  to  whom 
little  personal  benefit  can  accrue  and 
who  will  be  subjected  to  some  potential 
risk,  albeit  small  in  most  instances,  the 
Commissioner  is  proposing  that  written 
Informed  consent  imder  §  310.102  be  re¬ 
quired  for  all  bioavailability  studies  that 
are  conducted  under  an  IND.  As  proposed 
herein,  S  320.2(e)  states  that  the  provi¬ 
sions  of  §  312.1  tu-e  {^plicable  to  any  bio- 
availabUity  study  conducted  under  an 
IND  and  written  informed  consent  is  re¬ 
quired. 

6.  One  manufacturer  commented  that, 
while  he  agrees  with  the  stat^noit  in 
paragraph  (c)(1)  (iU)  of  the  regulation 


proposed  in  January  1973  that  bioavail¬ 
ability  testing  shall  not  be  done  on  criti¬ 
cally  ill  patients,  there  are  certain  drug 
products  presently  on  the  market  that 
are  used  to  treat  such  patients  which 
would  be  medically  dangerous  to  admin¬ 
ister  to  normal  subjects.  He  recom¬ 
mended  that  the  regulations  make  clear 
that  methods  other  than  human  testing 
may  be  used  to  establish  the  bioavailabil¬ 
ity  of  such  drugs. 

The  Commissioner  is  of  the  opinion 
that,  in  these  cases,  a  bioavailability 
study  may  be  conducted  on  suitable  non- 
critically  ill  patients.  In  addition,  he  pro¬ 
poses  that  §  320.2(d)  (4)  provide  that 
bioavailability  testing  shall  not  be  con¬ 
ducted  in  humans  if  an  appropriate  ani¬ 
mal  model  exists  and  correlation  of  re¬ 
sults  in  animals  and  human  has  been 
satisfactorily  demonstrated. 

7.  One  comment  suggested  that  para¬ 
graph  (b)  of  the  proposed  regpilation  in¬ 
clude  a  statement  referring  persons  seek¬ 
ing  to  conduct  bioavailability  studies  to 
a  recognized  text  for  an  understanding 
of  comparative  and  absolute  bioavailabil¬ 
ity.  In  addition,  questlcms  have  been 
raised  that  indicate  there  is  a  need  for 
guidelines  for  the  conduct  of  bioavaila¬ 
bility  studies. 

The  Commissioner  is  now  proposing 
that  S  320.2(d)  include  gifidelines  for  the 
conduct  of  in  vivo  bioavailabUlty  studies. 
These  provisions  are  based  on  informa¬ 
tion  in  the  scientific  literature  regarding 
the  conduct  of  such  studies.  e.g..  Clinical 
Pharmacokinetics,  A  Symposium,  Ameri¬ 
can  Pharmaceutical  Association,  Acad¬ 
emy  of  Pharmaceutical  Sciences,  October 
1974,  and  The  Bioavailability  of  Drug 
Products,  American  Pharmaceutical  As¬ 
sociation,  July  1973.  Copies  of  these  ref¬ 
erences  have  been  placed  on  public  dis¬ 
play  in  the  office  of  the  Hearing  CJlerk, 
Food  and  Drug  Administration. 

The  Commissioner  proposes,  imder  the 
pipvlsione  of  §  320.2(d)  (5).  that  such 
studies  shall  ordinarUy  be  single-dose 
comparisons  of  the  drug  product  to  be 
tested  and  the  appropriate  reference  ma¬ 
terial,  conducted  in  normal  adults.  These 
studies  shall  be  cross-over  in  design  un¬ 
less  a  parallel  design  or  other  design  is 
more  appropriate  for  valid  scientific  rea¬ 
sons.  Drugs  shall  be  administered  to  sub¬ 
jects  in  the  fasting  state  unless  some 
other  approach  is  more  appropriate  for 
valid  scientific  reasons. 

When  comparison  of  the  test  product 
and  the  reference  material  is  to  be  based 
on  concentration-time  curves  of  the 
therapeutic  moiety  or  its  metabohtes  in 
blood  or  plasma,  blood  samples  shaU  be 
taken  at  Rimiia-r  time  Intervals  for  both 
the  test  product  and  the  reference  ma¬ 
terial.  Such  samples  shall  be  taken  with 
sufficient  frequency  to  i>ennit  a  reason¬ 
able  estimate  of  the  r>eak  concentration 
In  the  blood  or  plasma  of  the  therapeutic 
moiety  or  its  metabolites  and  of  the  total 
area  under  the  curve  for  a  time  period 
at  least  three  times  the  half-life  of  the 
therapeutic  moiety  or  the  metabolite 
measured  in  the  circulation,  unless  some 
other  approach  Is  more  appropriate  for 
valid  scientific  reasons. 

Whai  comparison  of  the  test  product 
and  the  reference  material  is  to  be  based 
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on  concentration-time  curves  of  the 
therapeutic  moiety  or  its  metabolites  in 
the  urine,  samples  of  the  urine  shall  be 
collected  at  similar  time  intervals  for 
both  the  test  product  and  the  reference 
material.  Such  samples  shall  be  collected 
with  sufficient  frequency  to  permit  a  rea¬ 
sonable  estimate  of  the  rate  and  extent 
of  urinary  excretion  of  the  therapeutic 
moiety  or  its  metabolites. 

When  comparison  of  the  test  product 
and  the  reference  material  is  to  be  based 
on  acute  pharmacological  effect-time 
curves,  measurements  of  this  effect  shall 
be  with  sufficient  frequency  to  permit  a 
reasonable  estimate  of  the  total  area 
under  the  curve  for  a  time  period  at  least 
three  times  the  half-time  of  decay  of  the 
pharmacological  effect,  unless  some  other 
approach  is  more  appropriate  for  valid 
scientific  reasons.  The  use  of  acute  phar¬ 
macological  effects  to  determine  bloavall- 
ability  may  further  require  demonstra¬ 
tion  of  a  dose-related  response.  In  such 
cases,  bloavallability  may  be  determined 
by  comparison  of  the  dose  response 
curves  as  well  as  the  total  area  under  the 
effect-time  curves  for  any  given  dose. 

Whenever  the  test  product  and  the 
reference  material  are  administered  to 
the  same  subject  as  part  of  a  cross-over 
design,  the  drug  elimination  period  be¬ 
tween  such  administration  to  an  indi¬ 
vidual  subject  should  be  at  least  five 
times  the  half-life  of  the  therapeutic 
moiety  in  the  blood,  plasma,  or  urine,  or 
five  times  the  half-time  of  decay  of  the 
acute  pharmacological  effect,  whichever 
is  relevant,  unless  some  other  approach 
Is  more  appropriate  for  valid  scientific 
reasons. 

Correlation  of  bioavailability  with 
acute  pharmacological  effects  or  clinical 
effects  may  be  required,  if  needed  to  es¬ 
tablish  the  clinical  significance  of  spe¬ 
cial  claims,  e.g.,  in  the  case  of  a  con¬ 
trolled  release  preparation. 

In  selected  circumstances,  it  may  be 
necessary  for  the  test  product  and  the 
reference  material  to  be  compared  after 
repeated  administrations  in  order  to  de¬ 
termine  steady-state  levels  of  the  thera¬ 
peutic  moiety  or  its  metabolites  in  the 
body. 

As  proposed  herein  §  320.2(d)  (6)  pro¬ 
vides  that  multiple  dose  steady-state 
studies  may  be  reqtilred  to  determine  the 
bloavallability  of  a  drug  product,  e.g., 
where  (1)  there  is  a  difference  in  the  rate 
of  absorption  but  not  in  the  extent  of 
absorption,  (2)  there  is  excessive  vari¬ 
ability  in  bloavallability  from  subject  to 
subject,  (3)  the  concentration  of  the 
therapeutic  moiety  in  the  blood  or  plasma 
resulting  from  the  administration  of  a 
single  dose  is  too  low  for  accurate  deter¬ 
mination  by  the  analytical  method,  or 
(4)  the  drug  is  in  a  controlled  release 
dosage  form.  Multiple  dose  steady-state 
studies  shall  ordinarily  be  cross-over  in 
design  using  normal  adffits  or  noncrltl- 
CEdly  ill  patients  and  provide  for  an  ade¬ 
quate  drug  elimination  period  between 
administration  of  the  drugs  to  be  com¬ 
pared  unless  some  other  approach  is  more 
appropriate  for  valid  scientific  reasons. 

Whenever  multiple  dose  studies  are 
conducted,  sufficient  doses  shall  be  ad¬ 
ministered  to  establish  the  steady-state 


levels,  e.g.,  steady-state  plasma  concen¬ 
trations.  The  method  of  administration, 
e.g.,  fasting,  non-fasting,  etc.,  shall  re¬ 
flect  the  labeling  of  the  drug  product. 

Whenever  blood  or  plasma  concentra¬ 
tions  or  urinary  excretion  rates  are  to 
be  compared  at  steady-state,  sufficient 
samples  of  blood  or  urine  shall  be  taken 
to  define  adequately  the  maximum  (C 
max)  and  minimum  (C  min)  concentra¬ 
tions  on  two  or  more  consecutive  days  to 
establish  that  steady -state  conditions 
were  met.  A  complete  characterization  of 
the  blood  or  plasma  level  or  urinary  ex¬ 
cretion  rate  during  the  absorptive  and 
elimination  phase  of  a  single  dose  ad¬ 
ministered  at  steady-state  is  encouraged 
to  permit  estimation  of  the  total  area 
under  the  concentration-time  curves. 

Whenever  pharmacological  effects  are 
to  be  compared  at  steady-state,  sufficient 
sampling  time  points  shall  be  employed 
to  demonstrate  a  maximum  effect  and  a 
lack  of  significant  difference  between  the 
test  product  and  the  reference  material. 

8.  One  comment  requested  that  para¬ 
graph  (c)(2)  of  the  proposed  regulation 
be  clarified  to  indicate  that  review  of 
proposed  protocols  with  the  Pood  and 
Drug  Administration  is  optional.  Another 
comment  would  require  that  the  Food 
and  Drug  Administration  complete  its 
review  of  proposed  protocols  within  14 
days  after  receipt. 

Although  §  320.2(d)  (8)  of  this  proposal 
does  not  require  the  submission  of  pro¬ 
posed  protocols  to  the  Pood  and  Drug 
Administration,  the  Commissioner  highly 
recommends  such  submission  for  review 
prior  to  the  initiation  of  a  bloavallability 
study.  This  recommendation  is  made  in 
order  to  avoid  the  conduct  of  a  scien¬ 
tifically  improper  study  and,  therefore, 
unnecessary  human  research.  The  Com¬ 
missioner  is  of  the  opinion  that,  while 
every  effort  will  be  mside  to  complete  the 
review  of  proposed  protocols  as  soon  as 
possible,  it  is  impractical  and  not  in  the 
public  interest  to  encourage  hasty  or 
superficial  review  of  protocols  by  estab¬ 
lishing  a  requirement  that  such  review 
be  completed  in  14  days.  Ordinarily,  the 
Bureau  of  Zhngs  will  attempt  to  review 
these  protocols  within  30  days  of  their 
receipt. 

9.  One  comment  recommended  revision 
of  paragraph  (c)  (3)  of  the  proposed  reg¬ 
ulation  to  include  a  requirement  that,  in 
the  case  of  combination  drug  products, 
bloavallability  data  demonstrate  that 
each  active  ingredient  is  as  available 
from  the  combination  product  as  It  is 
when  separate  preparations  of  each  ac¬ 
tive  ingredient  are  given  concomitantly. 

The  Commissioner  agrees  that  such  a 
requirement  applies  for  a  combination 
drug  product,  and  he  proposes  that  the 
recommendation  be  incorporated  in 
5  320.2(d)  (3). 

10.  Several  comments  would  revise 
those  parts  of  paragraphs  (c)  (3)  and  (d) 
(4)  of  the  proposed  regulation  dealing 
with  the  selection  of  a  reference  prepara¬ 
tion  in  a  bloavailabillty  study.  Ctee  com¬ 
ment  would  revise  the  paragraphs  to  al¬ 
low  specifically  for  a  capsule  v.  tablet 
comparison.  Another  comment  ques¬ 
tioned  the  appropriateness  of  testing  a 
formulation  in  comparison  with  a  ref¬ 


erence  material  such  as  the  pure  drug  in 
solution. 

The  Commissioner  advises  that  the 
objective  of  paragraphs  (c)  (3)  and  (d) 
(4)  was  to  specify  that  a  bloavallability 
study  shall  provide  for  comparison  of  the 
formulation  with  an  appropriate  refer¬ 
ence  material.  The  examples  of  suitable 
reference  materials  are  intended  to  serve 
as  guidance  in  the  selection  of  a  reference 
material  and  are  not  all  inclusive.  Guide¬ 
lines  regarding  the  use  of  a  reference 
material  are  specified  in  §  320.2(d)  (1)  of 
this  proposal. 

11.  One  comment  would  revise  the  fifth 
sentence  of  paragraph  (c)  (3)  of  the  pro¬ 
posed  regulation  so  that  pertinent  parts 
of  the  sentence  would  read  “*  *  *  and, 
where  applicable,  content  uniformity, 
disintegration  times,  and  dissolution 
rates.” 

This  change  would  correct  an  incon¬ 
sistency  and  has  been  incorporated  in 
§  320.2(d)  (2). 

12.  Several  comments  were  received  re¬ 
garding  the  provisions  of  paragraph  (c) 
(4)  of  the  proposed  regulation  for  the  use 
of  an  animal  model  in  lieu  of  human  test¬ 
ing,  the  use  of  suitable  patients  instead 
of  normal  adults,  and  the  conduct  of 
multiple  dose  tests.  One  comment  sup¬ 
ported  the  usefulness  of  animal  bioavail- 
ablllty  data,  while  another  stated  that 
animal  data  may  not  always  be  mean¬ 
ingful.  One  comment  suggested  that  cor¬ 
relation  of  the  animal  model  with  the 
human  model  must  be  satisfactorily  dem¬ 
onstrated.  One  comment  recommended 
that  the  paragraph  be  reworded  to  indi¬ 
cate  that  in  some  situations  bloavallabil¬ 
ity  studies  may  preferably  and  more 
properly  be  done  in  suitable  patients 
rather  than  in  normals.  A  comment  re¬ 
garding  multiple  dose  tests  stated  that 
such  tests  should  not  be  considered  as 
rare  and  they  may  be  necessary  to  docu¬ 
ment  adequately  the  bloavallability  of  a 
number  of  types  of  existing  drugs  and 
formulations. 

Section  320.2(d)  (4)  of  this  proposal 
provides  that  the  guiding  principle  in 
bioavailability  testing  is  that  no  unnec¬ 
essary  hirnian  research  should  be  done. 
Bioavailability  testing  shall  not  be  con¬ 
ducted  in  humans  if  an  appropriate  ani¬ 
mal  model  exists  and  correlation  of  re¬ 
sults  in  animals  and  humans  has  been 
satisfactorily  demonstrated.  However, 
where  an  appropriate  animal  model  does 
not  exist,  bioavailability  testing  shall  or¬ 
dinarily  be  done  in  normal  adults  under 
standardized  conditions.  The  Commis¬ 
sioner  agrees  that,  in  some  situations, 
bioavailability  testing  may  preferably 
and  more  properly  be  done  in  suitable 
patients;  however,  proposed  5  320.2(d) 
(4)  provides  that  such  testing  shall  not 
be  done  using  critically  ill  patients.  Rec¬ 
ognizing  that  multiple  dose  studies  may 
be  necessary,  the  Commissioner  proposes 
In  5  320.2(d)  (6)  procedures  for  the  con¬ 
duct  of  such  studies. 

13.  Several  comments  recommended 
revision  of  paragraph  (c)  (5)  of  the  pro¬ 
posed  regulation  regarding  procedures  to 
demonstrate  a  lack  of  substantial  in¬ 
equality  between  the  test  product  and 
the  reference  material  In  a  bloavallability 
study.  One  comment  suggested  a  revision 
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In  the  last  sentence  of  the  paragraph  to 
allow  for  the  application  of  alternative 
statistical  procedures. 

Section  320.2(d)  (9)  of  this  proposal 
provides  that  a  drug  product  shall  be 
deemed  to  be  bioavailable  or  bioeguiva- 
lent  if  the  rate  and  extmt  of  absorption 
of  the  drug  product,  as  determine  by 
comparison  of  measured  parameters,  e.g., 
concentrations  of  the  drug  in  the  plasma, 
urinary  excretion  rates,  pharmacological 
effects,  etc.,  do  not  show  a  statistically 
significant  difference  from  those  of  the 
reference  material.  However,  the  bio¬ 
availability  test  shall  be  sufBciently  sen¬ 
sitive  to  discriminate  between  Ineguiv- 
alent  products.  A  drug  product  may  be 
equivalent  to  the  reference  material  in 
the  extent  of  absorption  but  not  in  its 
rate  of  absorption  and  yet  may  be  con¬ 
sidered  to  be  bioavailable  or  bioequiva¬ 
lent  because  such  differences  in  rate  of 
absorptl(m  may  be  considered  medically 
insignificant  for  the  particular  drug 
product. 

14.  One  comment  stated  that,  whereas 
section  505  of  the  Federal  Pood,  Drug, 
and  Cosmetic  Act  requires  evidence  of 
safety  and  effectiveness  prior  to  approval 
of  a  new  drug  application,  there  is  no 
comparable  authority  for  requiring  bio- 
availability  data.  The  comment  fiuiher 
held  that  section  505(d)  of  the  act  does 
not  mention  bioavailability  or  its  lack  as 
one  of  the  six  justificaticms  for  refusing 
aiY>roval  of  an  application. 

The  Commissioner  disagrees  and  is  of 
the  opinion  that  the  act  contains  ample 
authority  for  him  to  require  the  submis¬ 
sion  of  bioavailability  data  where  it  is 
determined  that  such  data  are  necessary 
to  demonstrate  that  a  drug  pi’oduct  is 
safe  and  effective.  Similarly,  section  505 
(d)  provides  authority  to  refuse  to  ap¬ 
prove  an  application  that  does  not  in¬ 
clude  all  data  deemed  necessary  to  dem¬ 
onstrate  that  the  drug  product  is  safe  and 
effective.  Elsewhere  in  this  issue  of  the 
Federal  Register  the  Commissioner  pro¬ 
poses  to  amend  §§  314.111  and  314.115  to 
specify  that  failure  to  submit  required 
bioavailability  or  bioequivalence  data 
shall  be  reason  for  refusal  to  approve  a 
new  drug  application  or  to  withdraw  ap¬ 
proval  of  an  application. 

15.  Comments  in  response  to  para¬ 
graph  (d)(1)  of  the  proposed  regulation 
recommended  that,  in  order  to  avoid 
making  arbitrary  decisions,  conclusions 
by  the  C<xnmlssioner  that  bioavailability 
data  are  required  for  specific  drugs 
should  state  the  reasons  for  such  cmi- 
cluslons  and  should  provide  an  opportu¬ 
nity  for  comment. 

Section  320.2(a)  of  this  proposal  sets 
forth  in  general  terms  those  drug  prod¬ 
ucts  for  which  bioavailability  data  are 
required.  Under  §  320.2(a)  any  new  drug 
application  or  supplemental  application 
concerning  a  significant  change  in  prod¬ 
uct  formulation  submitted  to  the  Food 
and  Drug  Administration  30  days  after 
the  date  of  publication  of  the  final  reg¬ 
ulation  in  the  Federal  Register  must 
contain  either  evidence  obtained  in  vivo 
that  the  therapeutic  moiety  in  the  drug 
product  is  bioavailable  or  appropriate  in- 
fmmatlon  to  permit  waiver  of  this  re¬ 
quirement.  The  evidence  required  to  dem¬ 


onstrate  the  in  vivo  bioavailability  of  a 
drug  product  must  be  obtained  pursuant 
to  one  of  the  approaches  set  out  in  pro¬ 
posed  §  320.2(b) .  The  information  to  per¬ 
mit  waiver  of  demonstration  of  in  vivo 
bioavailability  must  be  submitted  pur¬ 
suant  to  the  criteria  set  out  in  proposed 
§  320.2(c). 

No  specific  drug  products  are  listed 
in  proposed  §  320.2.  Elsewhere  in  this 
issue  of  the  Federal  Register  the  Com¬ 
missioner  has  proposed  new  procedures 
for  establishing  a  bioequivalence  require¬ 
ment  for  drug  products.  The  proposed 
procedures  will  establish  a  mechanism 
for  determining  that  a  bioequivalence 
problem  exists  and  for  imposing  a  bio¬ 
equivalence  requirement  for  specific  drug 
products.  Under  the  provisions  of  the 
proposed  regulations,  the  Commissioner, 
on  his  own  Initiative  or  in  response  to  a 
petition  by  any  Interested  person,  may 
propose  to  establish  a  bioequivalence  re¬ 
quirement  for  a  particular  drug  product. 
The  proposal,  together  with  supporting 
data,  wiil  be  published  in  the  Federal 
Register  and  interested  persons  will  have 
an  opportunity  to  comment  and  submit 
any  data  or  information  on  the  proposal. 
In  this  manner,  the  Commissioner  in¬ 
tends  to  establish  a  bioequivalence  re¬ 
quirement  only  for  specific  drug  prod¬ 
ucts  and  only  after  all  Interested  persons 
are  made  aware  of  a  proposal  to  estab¬ 
lish  such  a  requirement  and  have  the 
opportunity  to  comment. 

16.  Several  comments  stated  that  the 
180-day  period  specified  in  paragraph 
(d)  (2)  of  the  proposed  regulation  for 
submission  of  bioavailability  data  for  a 
drug  product  subject  to  an  approved  new 
drug  application  was  unrealistic  and  that 
addressing  problems  such  as  potential  in¬ 
teraction  of  active  ingredients  in  com¬ 
bination  products  was  too  complex  to  be 
accomplished  within  the  time  frame. 

As  proposed  herein,  §  320.2  does  not 
require  the  submission  of  bioavailablUty 
data  for  any  drug  product  that  is  the 
subject  of  an  approved  new  drug  appli¬ 
cation  except  where  a  supplement  is  sub¬ 
mitted  for  a  proposed  product  reformula¬ 
tion.  Section  320.2(a)  (2)  provides  that  in 
vivo  bioavailability  data  or  information 
to  permit  waiver  shall  be  included  in  any 
supplemental  application  submitted  180 
days  after  the  date  of  publication  of  the 
final  regulation  in  the  Federal  Register 
if  the  supplement  concerns  a  significant 
change  in  product  formulation. 

17.  One  comment  objected  to  the  re¬ 
quirement  in  paragraph  (d)  (4)  of  the 
proposed  regidation  that  an  original  new 
drug  application  for  a  new  chemical  en¬ 
tity  pending  on  the  effective  date  of  the 
regulation  contain  bioavailability  data. 
The  comment  stated  that  this  require¬ 
ment  is  imrealistic  and  unfair. 

The  Commissioner  proposes  that  any 
new  drug  application  or  supplemental 
application  shall  contain  all  required  bio- 
availability  data.  Section  320.2(a)  (3) 
provides,  however,  that  any  such  appli¬ 
cation  imder  review  as  of  180  days  after 
the  date  of  publication  of  the  finsd  regu¬ 
lation  in  the  Federal  Register  may  be 
approved  without  such  information,  if 
the  application  is  otherwise  approvable, 
but  all  required  bioavailability  data  must 


be  submitted  as  soon  as  possible  after 
approval  of  the  application. 

18.  Numerous  other  comments  were 
received  pertaining  to  paragraph  (d)  (4) 
of  the  prwosed  regulation.  Two  com¬ 
ments  concerned  the  statement  that 
waiver  or  deferral  of  a  bioavailability  re¬ 
quirement  for  original  new  drug  appli¬ 
cations  may  be  granted  if  adequate  ana¬ 
lytical  methodology  is  unavailable  and 
the  applicant  demonstrates  a  negligible 
potential  for  bioavailability  problems. 
The  comments  recommend  that  the 
statement  be  revised  to  allow  for  such 
deferral  or  waiver  if  either  of  these  two 
conditions  are  met.  Several  other  com¬ 
ments  recommended  revision  or  dele¬ 
tion  of  the  requirement  that  original  new 
drug  applications  include  studies  that 
correlate  concentrations  of  the  thera¬ 
peutic  moiety  and/or  its  metabolites  in 
blood  or  tissue  with  degree  of  effective¬ 
ness.  These  comments  contended  that 
such  a  requirement  is  neither  realistic 
within  the  framework  of  existing 
methodology  nor  has  anything  to  do  with 
the  issue  of  bioavailability. 

The  Commissioner  proposes  in  §  320.2 

(c)  the  criteria  for  waiver  of  the  require¬ 
ment  that  a  new  drug  application  or 
supplemental  application  contain  the 
results  of  a  bioavailability  study. 

In  regard  to  the  comments  concerning 
correlation  of  concentrations  of  the 
^erapeutlc  moiety  and/or  its  metabolites 
in  blood  or  tissue  with  degree  of  effec¬ 
tiveness,  proposed  §  320.2(d)  (5)  (vii) 
states  that  correlation  of  bioavailability 
with  acute  pharmacological  effects  or 
clinical  effects  may  be  required  if  needed 
to  establish  the  clinical  significance  of 
special  claims,  e.g.,  in  the  case  of  a  con¬ 
trolled  release  preparation. 

19.  One  comment  concerning  para¬ 
graph  (d)  (5)  of  the  proposed  regula¬ 
tion  recommended  that  provision  be 
made  for  the  use  of  in  vitro  data  to  dem¬ 
onstrate  bioavailability  of  reformulated 
products.  Another  comment  would  per¬ 
mit  product  reformulations  to  be  filed 
under  9  314.8  (d)  and  (e)  where  the  re¬ 
formulation  gives  Increased  assurance 
that  the  drug  will  have  the  character¬ 
istics  of  identity,  strength,  quality,  and 
purity  that  it  purports  to  possess.  Still 
another  comment  would  not  require  bio¬ 
availability  data  for  reformulations  in¬ 
volving  clMuiges  in  dyes,  fiavors,  or  pre¬ 
servatives. 

The  Commissioner,  while  agreeing 
that  in  vitro  data  may  be  useful  in  some 
cases,  is  not  aware  of  a  scientific  data 
base  sufficient  to  justify  an  acros-the- 
board  provision  for  the  use  of  in  vitro 
data  alone  to  demonstrate  the  bioavall- 
abllity  of  reformulated  products.  He  also 
rejects  the  suggestion  that  bioavailabil¬ 
ity  data  should  not  be  required  for  re¬ 
formulations  involving  changes  in  dyes, 
flavors,  or  preservatives  since  no  data 
have  been  submitted  to  support  a  claim 
that  these  reformulations  could  not  ad¬ 
versely  affect  the  bloavallability  of  the 
drug  product.  Until  adequate  evidence  is 
obtained  concerning  the  subtleties  of  re¬ 
formulation  and  their  effect  on  drug 
bioavailability,  it  is  Inappropriate  to  al¬ 
low  for  such  reformulaticm  under  9  314.8 

(d)  and  (e) .  Therefore,  any  supplements 


FEDERAL  REGISTER,  VOL.  40,  NO.  120 — FRIDAY,  JUNE  20,  1975 


PROPOSED  RULES 


26161 


to  a  new  drug  application  to  provide  for 
product  reformulation  shall  be  sub¬ 
mitted  under  §  314.8(a)  and  require 
prior  approval  by  the  Food  and  Drug 
Administration  before  the  reformulated 
product  may  be  marketed.  Proposed  re¬ 
quirements  for  the  submission  of  bio¬ 
availability  data  for  reformulated  prod¬ 
ucts  are  set  forth  in  S  320.2(a)  and  pro¬ 
vide  for  waiver  of  these  requirements 
under  S  320.2(c) . 

20.  One  comment  questioned  why  a 
reference  to  drugs  not  subject  to  the  new 
drug  provisions  of  the  act  was  included 
in  21  CPR  Part  130  entitled  “New 
Drugs.” 

At  the  time  the  proposal  was  pub¬ 
lished  in  the  Federal  Register  the  gen¬ 
eral  organization  of  the  Code  of  Federal 
Regulations  mandated  that  provisions 
regarding  drug  bioavailability  be  in¬ 
cluded  in  21  CFR  Part  130 — New  Drugs 
even  though  portions  of  the  regulation 
referred  to  old  drugs.  Since  that  time, 
the  Food  and  Drug  Administration  has 
Initiated  a  recodiflcation  program  for 
Chapter  I  of  Title  21  of  the  Code  of  Fed¬ 
eral  Regulations.  In  accordance  with  the 
provisions  of  the  recodification  program, 
the  Commissioner  proposes  to  establish 
a  new  Part  320 — ^Bioavallability  and  Blo- 
equlvalence  Requirements,  under  Sub¬ 
chapter  D — ^Drugs  for  Human  Use.  Bio- 
availablllty  and  bioequivalence  require¬ 
ments  for  all  prescription  drug  products 
for  human  use  will  be  set  forth  in  this 
proposed  new  Part  320. 

21.  One  comment  suggested  that  bio¬ 
equivalence  data  should  be  required  from 
every  new  manulacturer  as  a  prerequisite 
for  approval  of  any  abbreviated  new  drug 
application  within  the  limits  of  para¬ 
graph  (e)  of  the  January  1973  proposal. 

Where  the  Commissioner,  pursuant  to 
the  procedures  set  out  in  proposed  regu¬ 
lations  published  elsewhere  in  this  issue 
of  the  Federal  Register,  determines  that 
a  bioequivalence  requirement  shall  be  es¬ 
tablished  for  a  specific  drug  product  sub¬ 
ject  to  the  new  drug  provisions  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act, 
all  persons  marketing  the  drug  product 
will  be  required  to  submit  and  obtain  ap¬ 
proval  of  a  fun  or  abbreviated  new  drug 
application  containing  data  and  infor¬ 
mation  showing  that  their  drug  product 
complies  with  the  bioequivalence  re¬ 
quirement. 

22.  Several  comments  recommended 
changes  in  the  proposed  revision  of 
§  314.1(f) (3). 

Elsewhere  in  this  issue  of  the  Federal 
Register,  the  Commissioner  is  proposing 
to  revise  the  kinds  of  information  which 
must  be  contained  in  an  abbreviated  new 
drug  application  as  set  out  in  S  314.1(f). 

23.  A  few  comments  stated  that  meth¬ 
odology,  acceptable  protocols,  and  data 
concerning  bioavailability  studies  on  a 
drug  product  or  class  of  drug  products 
should  be  made  available  to  the  public  to 
conserve  resources  and  to  keep  practi¬ 
tioner  s  informed  about  the  quality  of 
drug  products. 

The  Food  and  Drug  Administration  is 
bound  by  the  applicable  statutes  (18 
U.S.C.  1905  and  21  U.S.C.  313(j))  to 
maintain  the  confidentiality  of  trade  se¬ 


crets.  The  Commissioner  believes  that 
a  number  of  drug  manufacturers  will 
claim  that  information  on  methodology 
and  protocols  regarding  bloavailabllity 
studies  is  intimately  related  to  the  com¬ 
pany’s  ability  to  comp>ete  and  is  exempt 
from  public  disclosure  under  §  4.61  (21 
CPH  4.61).  However,  the  Commissioner 
is  of  the  opinion  that  the  fact  that  the 
underlying  data  cannot  be  released  does 
not  mean  that  a  bioequivalence  require¬ 
ment  proposing  a  specific  in  vitro  or  in 
vivo  test  based  on  that  information  can¬ 
not  be  promulgated  as  a  Food  and  Drug 
Administration  regulation.  Bee  para¬ 
graph  187  of  the  preamble  to  the  public 
information  regulations  published  in  the 
Federal  Register  of  December  24,  1974 
(39  FR  44602).  Thus,  if  a  company  has 
developed  data  which  demonstrate  that  a 
specific  test,  e.g.,  dissolution  rate  test, 
not  currently  required  by  the  ofScial 
compendia  is  necessary  to  assure  the 
quality  of  individual  batches  of  a  drug 
product,  the  Food  and  Drug  Administra¬ 
tion  can  impose  the  new  testing  require¬ 
ment  by  relation  on  all  manufacturers 
even. though  the  data  to  support  such 
requirement  are  not  in  the  public  do¬ 
main.  Procedures  to  accomplish  this  are 
included  in  the  proposed  relations  pub¬ 
lished  elsewere  in  this  issue  of  the 
Federal  Register. 

Therefore,  pursuant  to  the  provisions 
of  the  Federal  Food,  Drug,  and  Cosmetic 
Act  (secs.  201  (p).  501,  502,  505,  701(a), 
52  Stat.  1041-1042,  1049-1053  as 

amended.  1055  (21  U.S.C.  321  (p) ,  351, 352, 
355,  371(a)))  and  under  authority  dele¬ 
gated  to  him  (21  CFR  2.120),  the  Com¬ 
missioner  proposes  that  Title  21  of  the 
Code  of  Federal  Regulations  be  amended 
as  follows: 

PART  314 — NEW  DRUG  APPLICATIONS 

Part  314  is  amended  in  S  314.1  by  add¬ 
ing  a  new  subitem  h.  to  item  12.  in  Form 
FD-356H  in  paragraph  (c)  (2)  as  follows: 

§  314.1  Applications. 

•  •  •  •  • 

(c)  •  *  • 

(2)  •  •  • 

FD-356H  •  •  • 

12.  •  •  • 

h.  In  vivo  bioavailability  data  in  ac¬ 
cord  with  §  320.2  Procedures  for  deter¬ 
mining  the  hioavaildbility  of  drug  prod¬ 
ucts  (21  CFR  320.2). 

♦  •  •  •  • 

A  new  Part  320  to  Subchapter  D  to 
read  as  follows: 

PART  320— BIOAVAILABILITY  AND 
BIOEQUIVALENCE  REQUIREMENTS 

Sec. 

320.1  Definitions. 

320.2  Procedures  for  determining  the  blo- 

avaUabllity  of  drug  products. 

Adthoritt:  Secs.  201(p).  601,  602,  606,  701 
(a) .  62  Stat.  1041-1042, 1049-1063  as  amended, 
1055  (21  U.S.C.  321  (p),  351,  352,  355,  371(a)). 

§  320.1  Definitions. 

“Bioavilability”  means  the  rate  and 
extent  to  which  the  therapeutic  moiety  is 
obsorbed  from  a  drug  product  and  be¬ 
comes  available  to  the  site  of  drug  ac¬ 
tion,  usually  as  estimated  by  its  con¬ 


centrations  in  body  fluids,  rate  of  ex¬ 
cretion,  or  acute  pharmacological  effect. 

§  320.2  Procedures  for  determining  the 
bioavailability  of  drug  products. 

(a)  Drug  products  for  which  in  vivo 
bioavailability  data  are  required.  (1)  Any 
new  drug  application  or  supplemental 
application  concerning  a  significant 
change  in  product  formulation  submitted 
to  the  Food  and  Drug  Administration 
after  (180  days  after  the  date  of  publi¬ 
cation  of  the  final  regulation  in  the  Fed¬ 
eral  Register)  shall  contain  either  evi¬ 
dence  obtained  in  vivo  that  the  thera¬ 
peutic  moiety  in  the  drug  product  which 
is  the  subject  of  the  application  Is  bio- 
available  or  appropriate  Information  to 
permit  waiver  of  this  requirement. 

(1)  The  evidence  required  to  demon¬ 
strate  the  in  vivo  bioavailability  of  a  drug 
product  shall  be  obtained  pursuant  to  one 
of  the  approaches  set  out  in  paragraph 

(b)  of  this  section. 

(ii)  The  information  required  to  per¬ 
mit  a  waiver  of  demonstration  of  in  vivo 
bioavailability  shall  be  submitted  pur¬ 
suant  to  the  criteria  set  out  in  paragraph 

(c)  of  this  section. 

(2)  Any  new  drug  application  or  sup¬ 
plemental  application  under  review  as  of 
(180  days  after  the  date  of  publication 
of  the  final  order  in  the  Federal  Regis¬ 
ter)  may  be  approved  without  the  re¬ 
quired  evidence  of  in  vivo  bioavailability 
or  informati<»i  to  permit  waiver  of  this 
requirement,  if  the  application  is  other¬ 
wise  approvable,  but  the  required  evi¬ 
dence  or  information  shall  be  submitted 
within  the  time  specified  in  the  order  ap¬ 
proving  the  application. 

(b)  General  approaches  for  determin¬ 
ing  bioavailabUity.  (1)  Bioavailability 
may  be  determined  by  several  direct  or 
Indirect  in  vivo  methods,  generally  in¬ 
volving  testing  in  humans.  The  selection 
of  the  method  depends  upon  the  purpose 
of  the  study,  the  analytical  method  avail¬ 
able,  and  the  nature  of  the  drug  product. 
These  limitations  affect  the  degree  to 
which  precise  pharmacokinetic  studies 
can  be  applied  and  in  some  cases  neces¬ 
sitate  the  use  of  other  methods.  Bloavail- 
abillty  testing  shall  be  conducted  using 
the  most  accurate  and  sensitive  approach 
available  among  those  set  out  in  para¬ 
graph  (b)  (2)  of  this  section. 

(2)  Within  the  meaning  of  this  part, 
the  following  in  vivo  approaches,  in  de¬ 
scending  order  of  accuracy  and  sensi¬ 
tivity,  are  acceptable  for  establishing  the 
bioavailability  of  a  drug  product. 

(i)  In  vivo  testing  in  humans  in  which 
the  CMicentration  of  the  therapeutic  mo¬ 
iety  and/or  its  metabolites  in  whole 
blood,  plasma,  serum,  or  other  appropri¬ 
ate  biological  fiuid  is  measured  as  a  func¬ 
tion  of  time  or  in  which  the  urinary  ex¬ 
cretion  of  the  therapeutic  moiety  and/ 
or  its  metabolites  is  measured  as  a  func¬ 
tion  of  time.  This  approach  is  particu¬ 
larly  applicable  to  dosage  forms  intended 
to  deliver  the  therapeutic  moiety  to  the 
blood  stream  for  systemic  distribution 
within  the  body,  i.e.,  injectable  drugs, 
most  oral  dosage  forms,  most  supposi¬ 
tories,  certain  drugs  administered  by  in¬ 
halation,  and  some  drugs  administered 


FEDERAL  REGISTER,  VOL.  40,  NO.  120— FRIDAY,  JUNE  20,  1975 


26162 


PROPOSED  RULES 


by  local  application  to  mucous  mem¬ 
branes. 

(ii)  In  vivo  testing  in  humans  in  which 
an  acute  pharmacological  effect  of  the 
therapeutic  moiety  is  measured  as  a 
function  of  time  where  such  effect  can 
be  measmed  with  sufficient  sensitivity 
and  is  reproducible.  This  approach  is  ap¬ 
plicable  when  appropriate  methods  are 
not  available  for  measurement  of  the 
concentration  of  the  therapeutic  moiety 
or  its  metabolites  in  biological  fluids  but 
a  method  is  available  for  the  measure¬ 
ment  of  an  acute  pharmacological  effect 
This  approach  is  applicable  to  the  same 
dosage  forms  listed  in  paragraph  ib)  (2> 
<i)  of  this  section. 

(iii)  Well-controlled  clinical  trials 
in  hiunans  that  establish  the  effective¬ 
ness  of  the  drug  product.  This  approach 
is  the  least  sensitive  of  the  general  ap¬ 
proaches  for  demonstrating  in  vivo  bio- 
availability  in  humans.  For  dosage  forms 
intended  to  deliver  the  therapeutic 
moeity  to  the  blood  stream  for  systemic 
distribution  within  the  body,  this  ap¬ 
proach  shall  be  considered  as  providing 
a  sufficiently  accmate  estimate  of  in  vivo 
bioavailability  only  when  analytical 
methods  are  not  available  to  pex’mit  use 
of  the  approaches  outlined  in  paragraph 
(b)  (2)  (i)  and  (ii)  of  this  section.  T^ 
approach  shall  also  be  considered  as  suf¬ 
ficiently  accurate  for  determining  the 
bioavailability  of  dosage  forms  intended 
to  deUver  the  therapeutic  moiety  locally, 
i.e.,  t(g>ical  preparations  for  the  skin,  eye, 
ear,  mucous  membranes;  oral  dosage 
forms  not  intended  to  be  absorbed,  e.g., 
poorly  absorbed  antacids;  and  broncho- 
dilators  administered  by  Inhalation. 

(iv)  Any  other  in  vivo  fuiproaches  ap¬ 
proved  by  the  Pood  amd  Di^  Adminis¬ 
tration.  'nils  provision  Is  Intended  for 
special  situations  and  to  include  those 
circumstainces  where  the  in  vivo  Wo- 
avadlablllty  of  a  drug  product  might  be 
demonstrated  appropriately  in  animals 
rather  than  in  humams. 

(c)  Criteria  for  waiver  of  evidence  of 
in  vivo  bioavailabilitv.  (1)  Any  person 
who  wishes  to  submit  a  new  drug  ap¬ 
plication  or  supplemental  application  for 
a  signiflcamt  change  in  product  formula- 
'  tion  may  request  the  Food  and  Drug  Ad¬ 
ministration  to  wadve  tbe  requirement 
for  the  submission  of  evidence  of  In 
vivo  bioavailability.  Any  such  request  for 
wralver  shall  be  submitted  wdth  the  new 
drug  application  or  supplementail 
application. 

(2)  For  certain  drug  products  the  In 
vivo  bioavadlaPility  of  the  therapeutic 
moiety  may  be  self  evident  and  the  re¬ 
quirement  of  evidence  of  in  vivo  blo- 
avadlabillty  shall  be  waived  on  the  sub- 
mlsslcm  of  aidequate  information  which 
dmionstrates  that  the  drug  product 
meets  one  of  the  following  criteria: 

(i)  The  drug  product  is  a  solution 
intended  solely  for  intravenous 
administration. 

(ii)  ITie  drug  product  is  one  in 
which  the  Intended  therapeutic  effect  Is 
due  to  the  vehicle,  e.g.,  emollients  to  the 
skin,  sirups  used  as  flavored  placebos. 

(iii)  Hie  drug  product  is  a  device  such 
as  lenses  for  the  eye  and  surgical  sutures. 


(iv)  The  drug  product  is  administered 
by  inhalation  as  a  gas  or  vapor,  e.g., 
medicinal  gases  and  Inhalational  gen¬ 
eral  anesthetics. 

(3)  For  certain  drug  products  the  in 
vivo  bioavailability  of  the  therapeutic 
moiety  may  be  assured  by  an  in  vitro 
test  applicable  to  the  drug  product  and 
the  requirement  of  evidence  of  in  vivo 
bioavailability  shall  be  waived  on  the 
submission  of  adequate  information 
which  demonstrates  that  the  drug  prod¬ 
uct  meets  one  of  the  following  criteria: 

(i)  The  drug  product  Is  one  for  which 
the  Food  and  Drug  Administration  has 
established  a  bioequivalence  require¬ 
ment  pursuant  to  the  provisions  of 
§  320.3  which  specifies  only  an  in  vitro 
test  as  evidence  of  bioavailability  or  bio¬ 
equivalence. 

(ii)  The  drug  product  is  a  dosage  form 
which  is  Identical  in  its  relative  propor¬ 
tions  of  active  and  Inactive  ingredients 
to  another  dosage  form  of  the  drug 
product  made  by  the  same  manufacturer 
and  which  differs  only  in  dosage 
strength,  provided  the  bioavailability  of 
the  other  dosage  form  has  been  demon¬ 
strated  and  provided  both  dosage  forms 
meet  an  appropriate  in  vitro  dissolution 
test  approved  by  the  Food  and  Drug 
Admirdstration. 

(iii)  The  drug  product  is  one  which, 
on  the  basis  of  scientific  evidence  sub¬ 
mitted  in  the  new  drug  application  or 
supplemental  application,  can  be  shown 
to  meet  an  in  vitro  test  W'hich  assures 
the  bioavailability  of  the  therapeutic 
moiety. 

(d)  Guidelines  for  the  conduct  of  in 
vivo  bioavailabilitv  studies.  (1)  The 
basic  design  of  the  study  is  determined 
by  the  scientific  questlMi  to  be  answered, 
the  nature  of  the  reference  material 
and  dosage  form  to  be  tested,  the  avail¬ 
ability  of  analytical  methods,  and  bene¬ 
fit-risk  considerations  in  regard  to  test¬ 
ing  in  humans.  Testing  of  a  drug  prod¬ 
uct  shall  ordinarily  be  In  comparison 
with  an  appropriate  reference  material. 

(i)  For  a  new  drug  product  containing 
a  therapeutic  moiety  that  has  not  been 
previously  marketed,  the  purpose  of  an 
in  vivo  bioavailability  test  is  to  deter¬ 
mine  the  bioavailability  of  the  formu¬ 
lation  proposed  for  marteting  and  to 
determine,  if  this  has  not  been  done 
previously  as  part  of  Uie  investigation 
of  the  drug,  the  essential  pharmacoki¬ 
netic  characteristics  of  the  therapeutic 
moiety,  such  as  the  rate  of  absorption, 
the  extent  of  absorption,  the  half-life 
of  the  therapeutic  moiety  in  vivo,  and 
the  rate(s)  of  excretion  and/or  metab¬ 
olism.  In  this  case,  the  reference  mate¬ 
rial  shall  ordinarily  be  the  pure  drug 
substance  in  a  solution  or  suspension 
containing  the  same  quantity  as  the  for¬ 
mulation  proposed  for  marketing.  Hie 
reference  material  should  be  adminis¬ 
tered  by  the  same  route. as  the  proposed 
new  drug  product  unless  an  alternative 
or  additional  route  of  administration 
is  necessary  to  answer  the  scientific 
question  under  study.  For  example.  In 
the  case  of  a  drug  which  is  poorly  ab¬ 
sorbed  after  oral  administration,  it  may 
be  necessary  to  c<»npare  oral  dosage 


forms  proposed  for  marketing  with  the 
pure  drug  substance  administered  both 
orally  in  solution  and  also  intravenous¬ 
ly  in  solution. 

(ii)  For  a  new  formulation,  a  new 
dosage  form,  or  a  new  salt  or  ester  of 
an  already  marketed  therapeutic  moiety, 
the  purpose  of  an  in  vivo  bioavailability 
test  is  to  determine  that  the  new  formu¬ 
lation,  or  dosage  form,  or  salt  or  ester 
is  comparable  to  similarly  labeled  cur¬ 
rently  marketed  drug  products  contain¬ 
ing  the  same  therapeutic  moiety  or 
otherwise  meets  any  comparative  label¬ 
ing  claims  made  in  relation  to  such  other 
currently  marketed  drug  products.  The 
reference  material  in  this  case  should 
ordinarily  be  taken  from  a  current  batch 
of  an  appropriately  related  drug  product 
containing  the  same  therapeutic  moiety 
which  has  been  the  subject  of  an  ap¬ 
proved  new  drug  application.  When  nec¬ 
essary  for  fun  characterization  of  the 
new  formulation,  dosage  form,  salt  or 
ester,  e.g.,  in  the  case  of  a  new’ly  mar¬ 
keted  table  of  a  drug  already  marketed 
for  intravenous  injection  only,  the  ref¬ 
erence  material  shall  ordinarily  be  not 
only  the  currently  marketed  drug  prod¬ 
uct  but  also  the  pure  drug  substance  in 
solution  or  suspension  administered  by 
the  same  route  of  administration  as  the 
new  product  imder  study. 

(iii)  For  a  new  drug  product  for  which 
a  controlled  release  claim  is  made,  the 
purpose  of  an  in  vivo  bioavailability  test 
is  to  determine  that  the  new  product 
meets  the  claims  made  for  it.  The  refer¬ 
ence  material  (s)  shall  be  chosen  to  per¬ 
mit  an  appropriate  scientific  evaluation 
of  the  new  ccmtrolled  release  product  and 
its  claims,  and  might  Include  the  pure 
drug  substance  in  solution  or  suspension, 
a  currently  marketed  noncontrolled  re¬ 
lease  dosage  form  administered  accord¬ 
ing  to  its  usual  dosage  schedule,  a  cur¬ 
rently  marketed  noncontrolled  release 
dosage  form  administered  according  to 
the  dosage  form  proposed  for  the  con¬ 
trolled  release  product,  or  any  combina¬ 
tion  of  these  or  other  reference  materials 
appropriate  for  valid  scientific  reasons. 

(iv)  For  a  drug  product  undergoing 
testing  to  determine  whether  it  meets  a 
bioequivalence  requirement  established 
under  §  320.3,  the  purpose  of  an  In  vivo 
bioequivalence  test  is  to  determine  that 
the  product  is  comparable  to  other  mar¬ 
keted  drug  products.  The  reference  ma¬ 
terial  in  this  case  shall  ordinarily  be 
taken  from  a  current  batch  of  an  appro¬ 
priately  related  drug  product  containing 
the  same  therapeutic  moiety  which  is 
the  subject  of  an  approved  new  drug 
application. 

(v)  Where  appropriate  or  where  nec¬ 
essary  to  demonstrate  the  sensitivity  of 
the  test,  the  reference  material  may  be 
a  placebo  in  a  test  measuring  therapeu¬ 
tic  or  acute  pharmacological  effect  of  the 
therapeutic  moiety  or  in  a  clinical  trial 
to  establish  effectiveness  of  the  drug 
product. 

(2)  Both  the  drug  product  to  be  tested 
and  the  reference  material,  if  it  is  an- 
(jlher  drug  product,  shall  be  shown  to 
meet  all  compendial  or  other  applicable 
standards  of  identity,  strength,  quality. 
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and  purity,  including  potency  and,  where 
applicable,  content  uniformity,  disinte¬ 
gration  times,  and  dissolution  rates. 

(3)  In  the  case  of  combination  drug 
products,  in  vivo  bioavailability  data 
shall  demonstrate  that  the  therapeutic 
moiety  of  each  active  ingredient  is  as 
bioavailable  from  the  combination  drug 
product  as  it  is  when  separate  prepara¬ 
tions  of  each  active  ingredient  are  given 
simultaneously. 

(4)  The  guiding  principle  in  bioavail¬ 
ability  testing  Is  that  no  unnecessary 
human  research  should  be  done.  Bio¬ 
availability  testing  shall  not  be  con¬ 
ducted  in  humans  if  an  appropriate  ani¬ 
mal  model  exists  and  correlation  of  re¬ 
sults  in  animals  and  humans  has  been 
satisfactorily  demonstrated.  However, 
where  an  appropriate  animal  model  does 
not  exist,  bioavailability  testing  shall 
ordinarily  be  done  in  normal  adults 
imder  standardized  conditions.  In  some 
situations,  bioavailability  testing  may 
preferably  and  more  properly  be  done  in 
suitable  patients;  however,  such  testing 
shall  not  be  done  using  critically  ill  pa¬ 
tients. 

(5)  Bioavailability  studies  shall  ordi¬ 
narily  be  single  dose  comparisons  of  the 
drug  product  to  be  tested  and  the  appro¬ 
priate  reference  material  conducted  in 
normal  adults. 

(i)  Such  studies  shall  be  cross-over  in 
design  unless  a  parallel  desigm  or  other 
design  is  more  appropriate  for  valid  sci¬ 
entific  reasons. 

(11)  Drugs  shall  be  administered  to 
subjects  in  the  fasting  state  unless  some 
other  approach  is  more  appropriate  for 
valid  scientific  reasons. 

(iii)  When  comparison  of  the  test 
product  and  reference  material  is  to  be 
based  on  concentration-time  curves  of 
the  therapeutic  moiety  or  its  metabolites 
In  blood  or  plasma,  blood  samples  shall 
be  taken  at  similar  time  intervals  for 
both  the  test  product  and  the  reference 
material.  Such  samples  shall  be  taken 
with  sufficient  frequency  to  permit  a 
reasonable  estimate  of  the  peak  concen¬ 
tration  In  the  blood  or  plasma  of  the 
therapeutic  moiety  or  the  metabolite 
measured  and  of  the  total  area  imder  the 
curve  for  a  time  period  at  least  three 
times  the  half-life  of  the  therapeutic 
moiety  or  the  metabolite  measured  in 
the  circulation,  unless  some  other  ap¬ 
proach  Is  more  appropriate  for  valid  sci¬ 
entific  reasons. 

(iv)  When  comparison  of  the  test 
product  and  the  reference  material  is 
to  be  based  on  concentration-time  curves 
of  the  therapeutic  moiety  or  its  metabo¬ 
lites  in  the  urine,  samples  of  the  urine 
shall  be  collected  at  similar  time  inter¬ 
vals  for  both  the  test  product  and  the 
reference  material.  Such  samples  shall 
be  collected  with  sufficient  frequency  to 
permit  a  reasonable  estimate  of  the  rate 
and  extent  of  urinary  excretion  of  the 
therapeutic  moiety  or  its  metabolites. 

(V)  When  comparison  of  the  test  prod¬ 
uct  and  the  reference  material  is  to  be 
based  on  acute  pharmacological  effect- 
time  curves,  measurements  of  this  effect 
shall  be  noted  with  sufficient  frequency 
to  permit  a  reasonable  estimate  of  the 
total  area  under  the  curve  for  a  time 


period  at  least  three  times  the  half-time 
of  decay  of  the  pharmacological  effect, 
unless  some  other  approach  is  more  ap¬ 
propriate  for  valid  scientific  reasons.  The 
use  of  acute  pharmacological  effects  to 
determine  bioavailability  may  further 
require  demonstration  of  a  dose-related 
response.  In  such  case,  bioavailability 
may  be  determined  by  comparison  of  the 
dose  response  curves  as  well  as  the  total 
area  under  the  effect-time  curves  for  any 
given  dose. 

(vi)  Whenever  the  test  product  and 
the  reference  material  are  administered 
to  the  same  subject  as  part  of  a  cross¬ 
over  design,  the  drug  elimination  period 
between  such  administrations  to  an  in¬ 
dividual  subject  should  be  at  least  five 
times  the  half-life  of  the  therapeutic 
moiety  or  its  metabolite  in  the  blood, 
plasma,  or  urine  or  five  times  the  half¬ 
time  of  decay  of  the  acute  pharmacologi¬ 
cal  effect,  whichever  is  relevant,  unless 
some  other  approach  is  more  appropriate 
for  valid  scientific  reasons. 

(vii)  Correlation  of  bioavailability 
with  acute  pharmacological  effects  or 
clinical  evidence  of  effectiveness  may  be 
required,  if  needed  to  establish  the  clin¬ 
ical  significance  of  special  claims,  e.g.,  in 
the  case  of  a  controlled  release  prepara¬ 
tion. 

(6)  In  selected  circumstances  it  may 
be  necessary  for  the  test  product  and  the 
reference  material  to  be  compared  after 
repeated  administration  in  order  to  de¬ 
termine  steady-state  levels  of  the  thera¬ 
peutic  moiety  or  its  metabolite  in  the 
body. 

(1)  Such  multiple  dose  steady-state 
studies  may  be  required  to  determine  the 
bioavailability  of  a  drug  product,  e.g., 
where  there  is  a  difference  in  the  rate  of 
absorption  but  not  in  the  extent  of  ab¬ 
sorption,  there  is  excessive  variability  in 
bioavailability  from  subject  to  subject, 
the  concentration  of  tiie  therapeutic 
moiety  in  the  blood  or  plasma  resulting 
from  administration  of  a  single  dose  is 
too  low  for  accurate  determination  by 
the  analytical  method,  or  the  drug  is  in 
a  controlled  release  dosage  form. 

(ii)  Multiple  dose  steady-state  studies 
shall  ordinarily  be  cross-over  in  design 
using  normal  adults  or  noncritically  ill 
patients  and  provide  for  an  adequate 
drug  elimination  period  between  admin¬ 
istration  of  the  drugs  to  be  compared  un¬ 
less  some  other  approach  is  more  ap¬ 
propriate  for  valid  scientific  reasons. 

(iii)  Whenever  multiple  dose  studies 
are  conducted,  sufficient  doses  shall  be 
administered  to  establish  the  steady- 
state  levels,  e.g.,  steady-state  plasma 
concentration.  The  method  of  adminis¬ 
tration,  e.g.,  fasting,  nonfasting,  shall  re¬ 
flect  the  proposed  labeling  of  the  drug 
product. 

(Iv)  Whenever  blood  or  plasma  con¬ 
centrations  or  urinary  excretion  rates 
are  to  be  compared  at  steady-state,  suffi¬ 
cient  samples  of  blood  or  urine  shall  be 
taken  to  adequately  define  the  maximum 
(C  max)  and  minimum  (C  min)  con¬ 
centrations  on  2  or  more  consecutive 
days  to  establish  tiiat  steady-state  con¬ 
ditions  were  met.  A  more  complete  char¬ 
acterization  of  the  blood  or  plasma  level 
or  urinary  excretion  rate  during  the  ab¬ 


sorption  and  elimination  phases  of  a 
single  dose  administered  at  steady-state 
is  encouraged  to  permit  estimation  of  the 
total  area  under  the  concentration-time 
curves. 

(V)  Whenever  pharmacological  effects 
are  to  be  compared  at  steady-state,  suffi¬ 
cient  sampling  time  points  shall  be  em¬ 
ployed  to  demonstrate  a  maximum  ef¬ 
fect  and  a  lack  of  significant  difference 
between  the  test  product  and  the  ref¬ 
erence  material. 

( 7 )  The  analytical  method  used  in  any 
bioavailability  study  to  measure  the  con¬ 
centration  of  active  moiety  or  metabolite 
in  body  fluids  or  the  method  used  to 
measure  acute  pharmacological  effect 
shall  be  demonstrated  to  be  accurate  and 
of  sufficient  sensitivity  to  measure  with 
appropriate  precision  the  actual  concen¬ 
tration  of  active  moiety  or  metabolite 
achieved  in  the  study.  When  the  analyti¬ 
cal  method  is  not  sensitive  enough  to 
measure  accurately  the  concentration 
produced  in  blood,  plasma,  or  urine  by 
a  single  tablet  or  capsule  of  the  dosage 
form  under  consideration,  two  or  more 
such  dosage  imits  may  be  given  together 
to  produce  higher  concentration  provid¬ 
ing  the  requirements  of  paragraph  (d) 
(2)  of  this  section  are  met. 

(8)  The  Commissioner  of  Food  and 
Drugs  highly  reconunends  that  the  pro¬ 
posed  protocols  for  a  bloavailability  study 
be  submitted  to  the  Food  and  Drug  Ad¬ 
ministration  for  review  prior  to  the  initi¬ 
ation  of  the  study  in  order  to  determine 
that  the  design  of  the  study  is  appropri¬ 
ate:  that  an  appropriate  reference  mate¬ 
rial  is  used;  and  that,  where  appropriate, 
chemical  and  statistical  analytical 
methods  are  adequate.  This  recom¬ 
mendation  is  made  to  avoid  the  conduct 
of  an  improper  study  and  unnecessary 
human  research. 

(9)  A  drug  product  shall  be  deemed  to 
be  bioavailable  or  bioequivalent  if  the 
rate  and  extent  of  absorption  of  the  drug 
product,  as  determined  by  comparison  of 
measur^  parameters,  e.g.,  concentra¬ 
tions  of  the  drug  in  the  plasma,  urinary 
excretion  rates,  pharmacological  effects, 
etc.,  do  not  differ  significantly  from  those 
of  the  reference  material.  However,  the 
bioavailability  test  shall  be  sufficiently 
sensitive  to  discriminate  between  in- 
equlvalent  products.  A  drug  product  may 
be  equivalent  to  the  reference  material 
in  the  extent  of  absorption  but  not  in  its 
rate  of  absorption  and  yet  may  be  con¬ 
sidered  to  be  bioavailable  or  bloequlvalent 
because  such  differences  in  rate  of  ab¬ 
sorption  may  be  considered  medically 
insignifficant  for  the  particular  drug 
product. 

(e)  Requirements  for  the  filing  of  a 
‘^Notice  of  Claimed  Investigational  Ex~ 
emption  for  a  New  Drug."  (1)  A  “Notice 
of  Claimed  Investigational  Exemption  for 
a  New  Drug"  (IND)  shall  be  submitted 
for  any  in  vivo  bioavailability  study  in 
humans  Involving  a  drug  product  con¬ 
taining  a  new  chemical  entity  which  is 
not  the  subject  of  an  approved  new  drug 
application. 

(2)  If  the  drug  product  involved  in  an 
in  vivo  bioavailability  study  in  humans  is 
currently  commercially  available  for  an 
approved  indication  and  is  the  subject 
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of  an  approved  new  drug  application,  or 
is  identical,  similar,  or  related  to  such  a 
drug  product,  an  IND  shall  be  submitted 
only  for: 

(i)  A  single  dose  study  in  normal  sub¬ 
jects  or  patients  where  the  dose  exceeds 
that  spewed  in  the  labeling  of  the  drug 
product  which  is  the  subject  of  an 
approved  new  drug  application. 

(ii)  A  steady-state  study  in  patients 
where  the  dose  exceeds  that  specified  in 
the  labeling  of  the  drug  product  which  is 
the  subject  of  an  approved  new  drug 
application. 

(ill)  A  steadj'-state  study  in  normal 
subjects  whether  or  not  the  dose  exceeds 
that  specified  in  the  labeling  of  the  drug 
product  which  is  the  subject  of  an 
approved  new  drug  application. 

(3)  The  provisions  of  §  312.1  of  this 
ch{u>ter  are  applicable  to  any  bioavaila- 
blllty  study  conducted  under  an  IND. 
Written  informed  consent  is  reqtilred 
pursuant  to  S  310.102  of  this  chi^iter. 

(f)  General  inquiries  relating  to  in 
vivo  bioavailability  requirements  and 
methodology  shall  be  submitted  to  the 
Food  and  Drug  Administration,  Bureau 
of  Drugs,  Division  of  Biopharmaceutics 
(HPD-520) ,  5600  Fishers  Lane,  Rockville. 
MD  20852. 

Interested  persons  may,  on  or  before 
Allgust  4,  1975,  submit  to  the  Hearing 
Clerk,  Food  and  Drug  Administration, 
Rm.  4-65,  5600  Fishers  Lane,  Rockville, 
MD  20852,  written  comments  regarding 
this  proposal.  Comments  shall  be  filed  in 
quintuplicate  and  shall  be  Identified  with 
the  Hearing  Clerk  docket  number  found 
in  the  document  heading.  Received  cmn- 
moits  may  be  seen  in  the  above  office 
during  woiUng  hours,  Monday  through 
Friday. 

Dated:  June  13, 1975. 

A.  M.  Schmidt. 

Commissioner  of  Food  and  Drugs. 
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[21  CFR  Parts  314  and  320] 

[Docket  No.  76N-00601 

PROCEDURES  FOR  ESTABLISHING  A 
BIOEQUIVALENCE  REQUIREMENT 

Notice  of  Proposed  Rule  Making 

The  Commissioner  of  Food  and  Drugs 
is  proposing  procedures  for  establishing 
a  bioequivalence  requirement  when  there 
is  evidence  that  drug  products  containing 
the  same  therapeutic  moiety  and  in¬ 
tended  to  be  used  Interchangeably  for 
the  same  therapeutic  effect  are  not  or 
may  not  be  bioequivalent.  The  Commis¬ 
sioner  also  proposes  to  define  certain 
terms  relating  to  biOequivalence.  In  addi¬ 
tion.  the  Commissioner  proposes  to 
amend  the  regulations  to  specify  that 
failure  to  submit  required  bioavailability 
or  bioequivalence  data  shall  be  reason  for 
refusal  to  approve,  or  to  withdraw  ap¬ 
proval  of,  a  new  drug  application. 
Interested  persons  have  until  August  4, 
1975,  to  submit  comments. 

In  the  Federal  Register  of  January  5, 
1973  (38  FR  885) ,  the  Commissioner  pro¬ 
posed  regidations  regarding  bioavailabll- 
ity  requirements  for  prescription  drugs. 


Since  that  time,  there  has  been  a  great 
deal  of  discussion  in  the  Food  and  Drug 
Administration,  Congress,  the  drug  in¬ 
dustry,  and  medical  and  scientific  com¬ 
munities  regarding  evidence  that  certain 
drug  products,  which  are  intended  to  be 
used  interchangeably  for  the  same  thera¬ 
peutic  effect,  have  produced  clinically 
important  and  measiuable  differences  in 
the  therapeutic  effect,  and  that  these 
differences  were  the  result  of  differences 
in  the  bioavailability  of  these  drug 
products. 

Since  the  January  5,  1973  proposal, 
there  have  been  numerous  reports,  simi- 
posia,  and  publications  from  academic 
institutions.  industry,  professional 
groups  such  as  the  Academy  of  Phar¬ 
maceutical  Sciences,  and  OTganizations 
such  as  the  National  Academy  of  Sci¬ 
ences  and  the  World  Health  Organiza¬ 
tion  dealing  with  the  subject  of  drug 
bioavailal^lty.  The  Food  and  Drug  Ad¬ 
ministration  has  participated  in  several 
symposia  and  meetings,  some  of  which 
were  cosponsored  by  the  Agency,  deal¬ 
ing  with  the  subject  of  bioavailability  of 
new  drugs,  old  drugs,  and  antibiotics. 
From  such  meetings  and  discussions 
have  evolved  the  definitions  of  problems 
and  procedures  for  their  solutions  pro¬ 
posed  In  this  document.  These  defini¬ 
tions  and  concepts  have  been  shared 
with  the  Drug  Bioequivalence  Study 
Panel,  the  Bioequivalence  Task  Force  of 
the  Academy  of  Pharmaceutical  Sci¬ 
ences,  and  biopharmaceutic  experts  and 
have  been  Included  in  congressional  tes¬ 
timony  and  speeches. 

Beginning  on  April  12,  1974,  the  Drug 
Bioequivalence  Pimel  formed  by  the 
Congress  of  the  United  States,  Office  of 
Technology  Assessment  (OTA),  began 
to  examine  the  relationships  between  the 
chemical  and  therapeutic  equivalence  of 
drug  products  and  to  assess  the  capabil¬ 
ity  of  current  technology — short  of 
therapeutic  trials  in  man — to  determine 
whether  drug  products  with  the  same 
physical  and  chemical  composition 
produce  comparable  therapeutic  effects. 
On  July  15,  1974,  the  OTA  released  the 
panel’s  conclusions  and  recommendations 
in  a  report  entitled  "Drug  Bioequiva¬ 
lence.’’  Among  the  conclusions  and  rec- 
ommoidations  contained  in  the  report 
were  the  following: 

1.  Current  standards  and  regulatory 
practices  do  not  ensure  bioequivalence^ 
of  drug  products. 

2.  Variations  in  the  bioavailability  of 
drug  products  have  been  recognized  as 
responsible  for  a  few  therapeutic  fail- 
xu:*es.  It  is  probable  that  other  therapeu¬ 
tic  failures  (or  toxicity)  of  a  similar  ori¬ 
gin  have  escaped  reception. 

3.  Most  of  the  analytical  methodology 
and  experimental  procedures  for  the 
conduct  of  bloavailability  studies  in  man 
are  available.  Additional  work  may  be 
required  to  develop  means  of  applying 
them  to  certain  drugs  and  to  special 
situations  of  drug  use. 

4.  It  is  neither  feasible  nor  desirable 
that  studies  of  bioavailability  be  con¬ 
ducted  for  all  drugs  or  drug  products. 
Certain  classes  of  drugs  for  which  evi¬ 
dence  of  bioequivalence  is  critical 


should  be  identified.  Selection  of  these 
classes  should  be  based  on  clinical  im¬ 
portance.  ratio  of  therapeutic  to  toxic 
concentration  in  blood,  and  certain 
pharmaceutical  characteristics. 

5.  Additional  research  aimed  at  im¬ 
proving  the  assessment  and  prediction  of 
bioequivalence  is  needed.  'ITils  research 
should  include  efforts  to  develop  in  vitro 
tests  or  animal  models  that  will  be  valid 
.predictors  of  bioavailability  in  man. 

The  Commissioner  recognizes  that  the 
January  5. 1973  proposal  attempted  to  set 
forth  general  requirements  not  only  for 
determining  the  bioavailability  of  a  sin¬ 
gle  drug  product  but  also  for  determin¬ 
ing  the  comparable  bloavailability  (l.e., 
bioequivalence)  of  two  or  more  drug 
products.  He  is  now  of  the  opinion  that 
consideration  of  distinctly  different  is¬ 
sues  (l.e.,  bloavailability  and  bioequiva¬ 
lence)  imder  the  broad  general  heading 
of  “bloavailability  problems’’  will  cause 
imnecessary  confusion  and  controversy, 
if  continued  in  the  future.  Therefore  two 
separate  regulations  are  now  being  pro¬ 
posed,  f  320.2  relating  to  bloavailability 
and  §  320.3  relating  to  bioequivalence. 
Because  these  regulations  have  been 
changed  substantially  from  the  Janu¬ 
ary  5,  1973  proposal,  both  are  being 
offered  at  the  present  time  as  new  pro¬ 
posals  for  comment. 

The  Commissioner  is  of  the  opinion 
that  the  term  "bioavailability’’  should  be 
defined  as  the  rate  and  extent  to  which 
the  therapeutic  moiety  is  absorbed  and 
becomes  available  to  the  site  of  drug  ac¬ 
tion  usuaUy  as  estimated  by  its  concen¬ 
trations  in  body  fiulds,  rate  of  excretion, 
or  acute  pharmacological  effect.  A  deter¬ 
mination  of  the  bloavailability  of  any 
drug  product  requires  in  vivo  testing.  The 
(Commissioner  agrees  with  the  conclusion 
of  the  OTA  Drug  Bioequivalence  Study 
Panel  that  most  of  the  analytical  meth¬ 
odology  and  experimental  procedures  for 
the  conduct  of  bloavailability  studies  in 
man  are  available,  except  that  additional 
work  may  be  required  to  develop  means 
of  applytog  them  to  certain  drug  prod¬ 
ucts  and  special  situations  of  drug  use. 
Elsewhere  in  this  issue  of  the  Federal 
Register,  the  Commissioner  is  proposing 
regulations  defining  the  term  bioavaila¬ 
bility.  defining  the  purposes  of  bioavaila¬ 
bility  studies,  establishing  methods  and 
procedures  for  in  vivo  testing  to  deter¬ 
mine  the  bioavailability  of  drug  products, 
and  requiring  specific  bloavailability  data 
in  new  drug  applications  and  in  supple¬ 
ments  to  approved  new  drug  applications 
if  the  supplement  concerns  a  significant 
change  in  product  formulation  and  in 
vitro  tests  are  not  sufficient  to  assure 
the  bloavailability  of  the  reformulated 
product. 

The  Commissioner  also  is  of  the  opin¬ 
ion  that  the  procedure  set  forth  in  the 
January  5,  1973  proposal  for  identifying 
drug  products  which  need  data  to  show 
that  they  are  comparable  in  bioavaila¬ 
bility  to  other  drug  products  which  are 
intended  to  be  used  Interchangeably, 
and  the  methods  for  determining  such 
bioequivalence,  need  to  be  revised  and 
proposed  as  a  separate  regulation. 
Therefore,  the  Commissioner  now  pro- 
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poses  regulations  to  define  certain  terms 
relating  to  bioequivalence,  set  forth  cri> 
teria  to  be  used  to  identify  specific  drug 
products  for  which  a  bioequivalence  re¬ 
quirement  should  be  established,  and 
set  forth  procedures  which  the  Pood 
and  Drug  Administration  will  follow  in 
establishing  a  bioequivalence  require¬ 
ment  for  specific  drug  products  or 
classes  of  drug  products. 

The  Commissioner  proposes  to  define 
certain  terms  as  follows: 

1.  “Drug  product”  means  a  finished 
dosage  form  (e.g.,  tablet,  capsule,  solu¬ 
tion,  etc.  that  contains  the  active  drug 
ingredient  generally,  but  not  necessarily, 
in  association  with  inactive  Ingredients. 

2.  “Pharmaceutical  equivalents” 
means  drug  products  that  contain  iden¬ 
tical  amounts  of  the  Identical  active 
drug  ingredient  (i.e.,  the  same  salt  or 
ester  of  the  same  therapeutic  moiety) 
in  identical  dosage  forms  (but  not  nec¬ 
essarily  containing  the  same  inactive  in¬ 
gredients)  and  that  meet  the  identical 
compendial  or  other  applicable  stand¬ 
ard  of  Identity,  strength,  quality,  and 
purity.  Including  potency  and,  where  ap¬ 
plicable,  content  imiformlty,  disintegra¬ 
tion  times  and/or  dissolution  rates.  Ex¬ 
amples  of  pharmaceutical  equivalents 
are  two  different  brands  of  tetracycline 
hydrochloride  capsules,  each  containing 
250  mg  of  tetracycline  hydrochloride. 

3.  “Pharmaceutical  alternatives” 
means  drug  products  that  contain  the 
identical  therapeutic  moiety  (or  its  pre¬ 
cursor)  ,  but  not  necessarily  in  the  same 
amount  or  dosage  form,  or  as  the  same 
salt  or  ester.  Each  such  drug  prod¬ 
uct  Individually  meets  either  the  iden¬ 
tical  or  its  own  respective  compendial 
or  other  applicable  standard  of  Identity 
strength,  quality,  and  purity.  Including 
potency  and,  where  applicable,  content 
uniformity,  disintegration  times,  and/or 
dissolution  rates.  Examples  of  pharma¬ 
ceutical  alternatives  are  tetracycline  hy¬ 
drochloride  capsules  and  tetracycline 
phosphate  capsules,  the  latter  contain¬ 
ing  an  amount  of  tetracycline  equiva¬ 
lent  to  that  in  250  milligrams  of  tetra¬ 
cycline  hydrochloride. 

4.  “Bioequivalent  drug  products” 
means  pharmaceutical  equivalents  or 
pharmaceutical  alternatives  whose  rate 
and  extent  of  absorption  do  not  show  a 
statistically  significant  difference  when 
administered  at  the  same  molar  dose  of 
the  therapeutic  moiety  under  similar  ex¬ 
perimental  conditions  (either  single  dose 
or  multiple  dose) .  Some  pharmaceutical 
equivalents  or  pharmaceutical  alterna¬ 
tives  may  be  equivalent  in  the  extent  of 
their  abrorption  but  not  in  their  rate  of 
absorption  and  yet  may  be  considered 
bioequivalent  because  such  differences  in 
rates  of  absorption  may  be  considered 
medically  insignificant  for  the  particu¬ 
lar  drug  products  studied. 

5.  “Bioequivalance  requirement” 
means  a  requirement.  Imposed  by  the 
Food  and  Dinig  Administration  for  In 
vitro  and/or  in  vivo  testing  of  specific 
drug  products,  which  will  be  required 
of  all  manufacture^  as  a  condition  of 
marketing.  The  requirement  consists  of 
the  following: 


a.  A  ciurent  in  vitro  test  (iisually  a 
dissolution  rate  test)  not  correlated  with 
in  vivo  data,  by  a  method  specified  by 
the  Food  and  Drug  Administration,  in 
which  the  drug  product  is  compared  with 
a  reference  material,  or 

b.  An  in  vitro  bioequivalence  standard 
which  has  been  correlated  with  in  vivo 
data  on  bioavailability,  and 

c.  Where  so  si)ecified,  an  in  vivo  bio¬ 
availability  test.  Such  in  vivo  bioavail¬ 
ability  testing  will  ordinarily  be  required 
whenever  methodology  is  available  to 
conduct  the  study  by  the  most  sensitive 
approaches  available  and  there  is  docu¬ 
mented  evidence  that  the  particular  drug 
has  a  strong  potential  for  lacking  bio¬ 
availability  or  is  a  so-called  “critical 
dose”  drug  or  is  necessary  for  the  treat¬ 
ment  or  prevention  of  a  serious  disease  or 
condition.  The  reference  material  will  be 
a  similar  dosage  form  which  is  the  sub¬ 
ject  of  an  approved  new  drug  applica¬ 
tion  or  another  material  specified  by  the 
Food  and  Drug  Administration  (e.g.,  the 
active  ingredient  in  solution  or  suspen¬ 
sion)  . 

The  Commissioner  proposes  procedures 
to  deal  with  bioequivalence  problems 
that  arise  when  pharmaceutical  equiva¬ 
lents  or  pharmaceutical  alternatives,  ad¬ 
ministered  at  the  same  molar  dose  of 
the  same  therapeutic  moiety  and  in¬ 
tended  to  be  used  interchangeably  for 
the  same  therapeutic  effect  are  not,  or 
may  not  be,  bioequivalent  drug  products. 
Such  a  problem  implies  that  the  existing 
in  vitro  standards  for  the  drug  are  not 
adequate  to  assure  that  the  products 
meeting  these  standards  are  bioequlva- 
lent  and/or  the  drug  is  not  appropriately 
labeled  to  refiect  its  bioavailability  char¬ 
acteristics.  There  are  specific  drug  prod¬ 
ucts  (i.e.,  pharmaceutical  alternatives) 
that  meet  all  applicable  in  vitro  stand¬ 
ards,  are  labeled  to  be  used  interchange¬ 
ably  at  the  same  molar  dose,  and  for 
which  the  Food  and  Drug  Administra¬ 
tion  has  evidence  of  lack  of  bioequiva¬ 
lence  when  comparison  is  made  to  an 
appropriate  reference  material.  Such  dif¬ 
ferences  suggest  the  need  for  specific 
dosage  recommendations  and/or  differ¬ 
ences  in  medical  use.  Further  examina¬ 
tion  of  each  specific  example  may  reveal 
that  the  in  vitro  standards  are  appropri¬ 
ate  to  optimize  the  absorption  of  the 
therapeutic  moiety,  but  that  the  drug’s 
labeling  may  be  misleading  to  the  medi¬ 
cal  profession  in  that  it  does  not  ap¬ 
propriately  refiect  the  pharmacokinetic 
properties  of  the  drug.  The  solution  In 
such  cases  is  to  require  in  vivo  bloavall- 
ability  studies  only  if  needed  to  deter¬ 
mine  the  degree  of  drug  absorption  and 
to  relabel  the  drug  whenever  medically 
feasible  (i.e.,  whenever  the  label  can  be 
reasonably  imderstood  and  not  be  mis¬ 
leading)  to  refiect  its  pharmacokinetic 
characteristics. 

The  Commissioner  is  of  the  opinion 
that  efforts  should  be  made  to  develop 
in  vitro  tests  that  will  be  valid  predictors 
of  bioequivalence.  He  beeves  that  the 
solution  to  a  bioequivalence  problem  is 
to  develop  an  in  vitro  bioequivalence 
standard  and/or  alter  the  labeling  when 
medically  appropriate  and  feasible.  An 
In  vitro  bioequivalence  standard  will  as¬ 


sure  not  only  the  bioequivalence  of  dif¬ 
ferent  drug  products  but  also  batch-to- 
batch  imiformlty  of  the  same  drug  prod¬ 
uct.  However,  where  an  in  vitro  bio¬ 
equivalence  standard  does  not  exist,  an 
interim  solution  is,  where  inacticable, 

(1)  in  vitro  testing  alone  using  a  current 
method  specified  by  the  Food  and  Drug 
Administration  and/or  (2)  a  require¬ 
ment  for  in  vivo  bloavallabillty  testing. 
This  interim  requirement  should  be  im¬ 
posed  only  until  an  in  vitro  bioequiva¬ 
lence  standard  is  available. 

The  Commissioner  recognizes  that  a 
few  bioequivalence  problems  have  been 
noted  in  the  past  and  others  may  become 
apparent  in  the  future.  However,  he  be¬ 
lieves  that  relatively  few  of  the  cur¬ 
rently  marketed  drug  products  meeting 
current  in  vitro  standards  and  current 
good  manufacturing  practices  will  be 
foimd  to  have  medically  significant  bio¬ 
equivalence  problems.  For  this  reason, 
he  does  not  believe  that  it  is  necessary 
or  in  the  public  interest  to  undertake 
the  task  of  devdoplng  new  in  vitro  bio¬ 
equivalence  standards  for  all  drug  prod¬ 
ucts.  The  procedures  being  proposed  by 
the  Commissioner  are  Intended  to  iden¬ 
tify  bioequivalence  problems  Involving 
currently  marketed  drug  products  and 
to  develop  adequate  in  vitro  bioequiva¬ 
lence  standards  for  these  drug  products. 

The  Commissioner  is  of  the  opinion 
that  it  is  neither  necessary  nor  feasible 
to  require  in  vivo  bioavailabllity  testing 
of  all  drug  products  which  were  evalu¬ 
ated  as  effe^ve  imder  the  drug  efficacy 
study.  For  many  such  drug  products, 
such  testing  would  Involve  human  risk 
and  would  be  a  waste  of  human  resources 
with  little  benefit  to  the  public  health. 
Furthermore,  the  CTommlssioner  is  of  the 
opinion  that,  for  many  drug  products, 
the  use  of  a  current  in  vitro  test  com¬ 
paring  the  drug  product  to  a  reference 
material  may  be  adequate  to  assure  the 
quality  and  uniformity  of  drug  products 
which  are  Intended  to  be  used  inter¬ 
changeably  as  well  as  all  batches  of  the 
same  drug  product. 

The  procedures  in  proposed  §  320.3  es¬ 
tablish  a  mechanism  for  determining 
that  a  bioequivalence  problem  exists  that 
requires  the  imposition  of  (1)  a  current 
in  vitro  test  and,  in  some  cases,  a  require¬ 
ment  for  in  vivo  bioavailability  testing  or 

(2)  an  in  vitro  bioequivalence  standard. 
The  proposed  regulation  also  provides  for 
amendment  of  the  requirement  for  in 
vivo  bioavailability  testing  and/or  in 
vitro  testing  using  a  current  test  specified 
by  the  Food  and  Drug  Administration 
when  an  in  vitro  bioequivalence  standard 
is  established. 

Section  320.3  sets  forth  the  factors, 
among  others,  which  will  be  considered 
by  the  Commissioner  in  determining 
whether  a  bioequivalence  requirement 
should  be  established  for  pharmaceutical 
equivalents  or  pharmaceutical  alterna¬ 
tives  that  are  labeled  to  be  administered 
at  the  same  molar  dose  of  the  same 
therapeutic  moiety  and  are  Intended  to 
be  used  interchangeably  for  the  same 
therapeutic  effect.  These  factors  are  as 
follows: 

1.  Evidence  from  well-controlled  clin¬ 
ical  trials  or  controlled  observations  in 
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patients  that  such  drug  products  do  not 
give  comparable  therapeutic  effects. 

2.  Evidence  from  well-controlled  bio¬ 
equivalence  studies  that  such  products 
are  not  bioequivalent  drug  products. 

3.  EMdence  that  such  drug  products  ex¬ 
hibit  a  narrow  therapeutic  ratio  and/or 
have  an  effective  concentration  in  the 
plasma  that  is  in  close  proximity  to  the 
toxic  concentration  In  the  plasma  and 
require  careful  dosage  titration  and  pa¬ 
tient  monitoring. 

4.  Evidence  that  a  lack  of  bloequiva- 
lence  of  such  drug  products  would  have 
serious  adverse  effect  in  the  treatment 
or  prevention  of  a  serious  disease  or  con¬ 
dition. 

5.  PhsTsicochemical  evidence  that: 

a.  The  active  ingredient  has  a  low 
solubility  in  water,  i.e.,  less  than  5  mg/ 
ml,  and/or  the  volume  of  liquid  required 
to  dissolve  the  recommended  dose  far 
exceeds  that  volume  of  fluids  present  in 
the  stomach  (taken  to  be  100  ml) . 

b.  The  dissolution  rate  of  one  or  more 
such  products  is  slow,  i.e.,  less  than  50 
percent  in  30  minutes,  and/or  differs  sig¬ 
nificantly  from  that  of  an  appropriate 
reference  material  such  as  an  identical 
drug  product  which  is  the  subject  of  an 
approved  full  new  drug  application 
(NDA). 

c.  The  particle  size  and/or  surface  area 
of  the  active  ingredient  is  critical  in 
determining  its  bioavailability. 

d.  Certain  polymorphic  forms  of  the 
active  ingredient  are  poorly  absorbed. 

e.  Such  drug  products  have  a  high  ratio 
of  excipients  to  active  ingredients,  i.e., 
greater  than  5  to  1. 

f.  Specific  Inactive  Ingredients,  e.g., 
hydrophilic  or  hydrophobic  excipients, 
lubricants,  etc.,  either  may  be  required 
for  absorption  of  the  therapeutic  moiety 
or,  alternatively  if  present,  may  inter¬ 
fere  with  such  absorption. 

6.  Pharmacokinetic  evidence  that: 

a.  The  therapeutic  moiety  is  absorbed 
In  large  part  In  a  particular  segment  of 
the  gastrointestinal  tract  or  is  absorbed 
from  a  localized  site. 

b.  Tlie  degree  of  absorption  of  the  ther¬ 
apeutic  moiety  is  poor,  e.g.,  less  than  50 
percent,  even  when  it  is  administered  in 
pure  form,  as  in  solution. 

c.  Ihere  is  a  rapid  metabolism  of  the 
therapeutic  moiety  in  the  Intestinal  wall 
or  liver  during  the  process  of  absorption 
(first  pass  metabolism)  so  the  thera¬ 
peutic  effect  of  such  drug  products  is 
determined  by  the  rate  as  well  as  the  de¬ 
gree  of  absorption. 

tL  rnie  therapeutic  moiety  is  rapidly 
metabolized  or  excreted  so  that  rapid 
dissolution  and  absorption  are  required 
for  effectiveness. 

e.  The  therapeutic  moiety  is  unstable  in 
specific  portions  of  the  gastrointestinal 
tract  and  requires  special  coatings  or 
formulations,  e.g.,  buffers,  enteric  coat¬ 
ings,  film  coatings,  etc.,  to  assure  ade¬ 
quate  absorption. 

7.  Evidence  that  the  pharmaceutical 
equivalents  or  pharmaceutical  alterna¬ 
tives  are  members  of  a  class  of  drug  prod¬ 
ucts  that  have  close,  structiual  similarity 
and  similar  physlccKbemlcal  and/or 
pharmacokinetic  properties  and  evidence 


that  other  drug  products  In  this  same 
drug  class  are  not  bioequivalent  drug 
products. 

Section  320.3(c)  provides  that  the 
Commissioner,  on  his  own  initiative  or 
in  response  to  a  petition  by  an  inter¬ 
ested  person,  may  issue  a  proposal  in  the 
Federal  Register  to  establish  a  bloequlv- 
alence  requirement  for  pharmaceutical 
equivalents  or  pharmaceutical  alterna¬ 
tives.  Such  a  proposal  shall  be  based  on 
documentation  that  there  is  evidence  or 
good  reason  to  believe  that  a  bioequiva¬ 
lence  problem  exists  with  specific  phar¬ 
maceutical  equivalents  or  pharmaceuti¬ 
cal  alternatives.  A  propos^  bioequiva¬ 
lence  requirement  shall  specify  the  docu¬ 
mentation  that  justifies  such  a  require¬ 
ment  and  call  for  data  and  Information 
in  support  of  or  in  oinxisition  to  the  pro¬ 
posal.  Any  petition  to  the  Commissioner 
to  estaUi^  a  bioequivalence  requirement 
must  contain  documentation  that  fully 
justifies  the  establishment  of  such  a  re¬ 
quirement  as  well  as  a  full  description  of 
the  proposed  in  vitro  and/or  in  vivo  test 
and  reference  material  used,  which  will 
assure  that  the  subject  products  are  bio¬ 
equivalent  or  otherwise  comparable  in 
drug  quality. 

After  review  of  all  data  and  informa¬ 
tion  submitted  in  response  to  a  proposed 
regulation  to  require  assurance  of  bio- 
equivalence  or  product  comparability 
for  certain  pharmaceutical  equivalents 
or  pharmaceutical  alternatives,  the 
Commissioner  shall  either  withdraw  the 
proposal  if  these  data  and  Information 
refute  the  need  for  establishing  a  bio- 
equivalence  requirement  or  issue  a  final 
regulation  estaJilishing  a  bioequivalence 
requirement  for  these  drug  products. 
The  bioequivalence  requirements  may  be 
(1)  a  requirement  for  in  vitro  testing 
using  a  method  specified  by  the  Food 
and  Drug  Administration  comparing  the 
drug  product  with  a  reference  material, 
or  (2)  testing  using  an  in  vitro  bio- 
equivalence  standard  if  such  a  standaurd 
is  availaUe  and  is  based  on  correlative 
in  vivo  data,  or  (3)  a  requirement  for  in 
vivo  bioavailability  testing  and,  if  feas¬ 
ible,  in  vitro  testing  using  a  current 
method  specified  by  the  Food  and  Drug 
Administration.  If  the  bloequlvalence 
requirement  provides  for  in  vivo  bio- 
availability  testing,  an  appropriate  ref¬ 
erence  material  will  be  specified  by  the 
Food  and  Drug  Administration.  If  the 
bioequivalence  requirement  specifies  an 
in  vitro  bloequlvalence  standard  or  a 
current  in  vitro  test,  such  standard  or 
test  must  be  applied  to  a  sample  of  each 
batch  of  the  drug  product  to  assure 
batch-to-batch  uniformity. 

Under  the  proposal,  if  a  bloequlva¬ 
lence  requirement  is  established  for  a 
drug  product  that  is  subject  to  a  new 
drug  application  which  became  effective 
prior  to  October  10,  1962,  or  that  is  cov¬ 
ered  by  such  a  new  drug  application 
pursuant  to  21  CFR  310.6,  and  evaluated 
as  effective  in  the  drug  efficacy  study, 
the  p>rovlslons  ctf  proposed  21  CFR  310.7, 
published  dsewhere  in  this  issue  of  the 
Federal  Registbr,  rdatlng  to  submission 
and  approval  of  a  supidemental  or  ab¬ 
breviated  new  drug  abdication  and 


other  conditions  for  lawfully  mai'keting 
such  a  drug  product  will  aptdy. 

Section  320.3(h)  provides  that  if  a 
bloequlvalence  requirement  is  estab¬ 
lished  for  a  drug  product  subject  to  a 
new  drug  application  which  was  ap¬ 
proved  after  October  10,  1962,  market¬ 
ing  of  the  product  may  lawfully  be  con¬ 
tinued  as  follows : 

1.  Any  manufacturer  who  holds  an 
approved  full  new  drug  application 
must  submit  and  obtain  approval  by  the 
Food  and  Drug  Administration  of  a  sup¬ 
plemental  application  which  provides 
evidence  that  the  drug  product  meets 
the  bioequivalence  requirement.  If  a 
supplemental  application  is  submitted 
within  the  time  frame  specified  in  the 
regulation  establishing  the  bioequiva¬ 
lence  requirement,  the  drug  product  in¬ 
volved  may  continue  to  be  marketed  im- 
less  and  imtil  the  supplemental  applica¬ 
tion  is  disapproved. 

2.  Any  manufacturer  who  does  not 
hold  an  tqiproved  full  new  drug  applica¬ 
tion  may  lawfully  market  such  drug 
product  only  if,  prior  to  such  marketing, 
the  manufacturer  has  submitted  and  ob¬ 
tained  approval  from  the  Food  and  Drug 
Administration  of  an  abbreviated  new 
drug  application  containing  evidence 
that  the  drug  product  meets  the  bio¬ 
equivalence  requirement. 

The  Commis^oner  recognizes  it  is  es¬ 
sential  that  important  information  re¬ 
lating  to  all  human  prescription  di‘ug 
products  be  reported  to  the  Food  and 
Drug  Administration.  Two  statutory  pro¬ 
visions  permit  the  agency  to  obtain  such 
information:  section  505(j)  (relating  to 
new  drugs)  and  section  704  (relating  to 
all  prescription  drug  products)  of  the 
Federal  Pood,  Drug,  and  Oxonetic  Act. 
Because  it  is  essential  to  obtain  such 
reports  to  assure  the  safety  and  effec¬ 
tiveness  of  a  drug,  the  Commissioner  con¬ 
cludes  that  a  prescription  drug  product 
can  be  determined  to  be  generally  rec¬ 
ognized  as  safe  and  effective  only  If  the 
reports  specified  in  §  310.300(b)  (1)  and 
(2)  as  requiring  submission  immediately 
or  within  15  working  days,  continue  to 
be  submitted.  Any  drug  product  for 
which  such  reports  are  not  submitted 
win  be  regarded  as  a  new  drug,  subject 
to  the  requirement  for  an  approved  NDA, 
and  thus  subject  to  Immediate  regula¬ 
tory  action  to  effect  its  removal  from  the 
market. 

Moreover,  section  704(a)  of  the  act 
permits  the  Food  and  Drug  Administra¬ 
tion  to  obtain  aU  siKh  records  upon  fac¬ 
tory  inspection.  Section  704(a)  of  the 
act  distinguishes  between  physical  entry 
of  an  establishment  for  inflection  of  the 
premises,  and  inspection  of  records 
which  are  maintained  by  an  establish¬ 
ment.  Physical  entry  is  not  required  to 
Inspect  records,  which  are  readily  re¬ 
movable  from  toe  establishment,  to  toe 
Commissioner’s  opinion,  toe  law  pres¬ 
ently  permits  toe  adoption  of  a  require¬ 
ment  for  submission  of  such  records  di¬ 
rectly  to  the  Food  and  Drug  Adminis¬ 
tration.  rather  than  requiring  agency 
reqiu'esentatlves  to  visit  ea^  facility  to 
obtain  such  recxnds.  Accordingly,  toe  re¬ 
quirement  for  periodic  sufamteton  of  tlM 
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specific  type  of  Information  described 
in  S  310.300(b)  (1)  and  (2)  is  also  au¬ 
thorized  by.  and  based  upon,  the  statu¬ 
tory  authority  contained  in  section  704 

(a)  of  the  act. 

Therefore,  if  a  bioequivalence  require¬ 
ment  is  established  for  pharmaceutical 
equivalents  or  pharmaceutical  alterna¬ 
tives  which  are  not  subject  to  the  new 
drug  provisions  of  the  act,  marketing  of 
such  drug  products  may  be  continued  if 
all  of  the  following  conditions  apply: 

1.  The  manufacturer  of  the  drug  prod¬ 
uct  submits  pursuant  to  21  CFR  310.300 

(b)  (1)  and  (2)  those  reports  which  are 
required  to  be  submitted  either  immed¬ 
iately  upon  receipt  or  within  15  working 
days  of  receipt. 

2.  The  manufacturer  records  and 
maintains  evidence  that  the  drug  prod- 
ix;t  complies  with  the  bioequivalence  re¬ 
quirements.  Upon  written  request  or  no¬ 
tice  published  in  the  Federal  Register, 
the  manufacturer  shall  promptly  submit 
such  evidence  to  the  Food  and  Drug 
Administration. 

3.  The  drug  product  is  manufactured 
In  accordance  with  current  good  manu¬ 
facturing  practices,  as  determined  by  the 
requirements  in  21  CFR  Part  211  (for¬ 
merly  21  CFR  Part  133  prior  to  recodi¬ 
fication  puUished  in  the  Federal  Reg¬ 
ister  of  March  27,  1975  (40  FR  13996) ) . 

4.  The  drug  product  is  labeled  in  com¬ 
pliance  with  the  Federal  Food,  Drug,  and 
Cosmetic  Act  and  Title  21  of  the  CTode 
of  Fedeird  Regulations. 

Any  pharmaceutical  equivalent  or 
pharmaceutical  alternative  for  which  a 
bioequivalence  requirement  is  estab¬ 
lished  may  be  marketed  only  in  accord¬ 
ance  with  the  provisions  of  $  320.3.  A 
drug  product  not  in  compliance  with 
S  320.3  is  illegal  and  subject  to  regula¬ 
tory  action. 

Upon  disapproval  of  an  abbreviated 
new  drug  application,  the  procedures  for 
disapproval  of  any  new  drug  application 
pursuant  to  section  505(d)  of  the  act 
will  be  applicable.  Marketing  of  the  drug 
product  involved  will  thereafter  be  il¬ 
legal  imless  the  Commissioner  in  his  dis¬ 
cretion,  determines  to  stay  such  dis¬ 
approval. 

Where  the  Commissioner  determines 
that  individual  batch  testing  by  the  Food 
and  Drug  Administration  is  necessary  to 
assure  product  uniformity,  the  bioequiv- 
alence  requirement  will  specify  that  the 
manufacturer  submit  samples  of  each 
batch  and  withhold  distribution  of  the 
batch  until  notified  by  the  Food  and 
Drug  Administration  that  the  batch  is 
bioequivalent.  The  Commissioner  will 
ordinarily  terminate  a  requirement  for 
a  manufacturer  to  submit  such  samples 
on  a  ^ding  that  the  manufacturer  has 
produced  four  consecutive  batches  which 
were  tested  and  found  to  be  bioequlva- 
lent,  unless  the  public  health  requires 
that  such  batch  testing  be  extended  to 
additional  batches. 

All  in  vivo  bloavailabillty  testing  con¬ 
ducted  pursuant  to  an  established  bio- 
equivalence  requirement  must  be  con¬ 
ducted  pursuant  to  the  procedures  set 
forth  in  §  320.2  using  the  most  accurate 
and  sensitive  method  available.  Clinical 
trials  are  adequate  to  establish  bioavail¬ 


ability  only  where  other  methods  are  not 
available.  If  a  bioequivalence  require¬ 
ment  includes  in  vivo  bioavailability 
testing,  all  manufacturers  of  the  drug 
product  shall  conduct  such  testing  using 
the  most  accurate  and  sensitive  method 
available  even  though  their  drug  product 
is  the  subject  of  a  new  drug  application 
containing  clinical  evidence  of  safety  and 
effectiveness. 

The  Commissioner,  on  his  own  initia¬ 
tive  or  in  response  to  a  petition  by  any 
interested  person,  may  amend  a  bio¬ 
equivalence  requirement  to  provide  for 
a  new  or  revised  current  in  vitro  test,  in 
vitro  bioequivalence  standard,  or  in  vivo 
bioavailability  test  and/or  a  requirement 
for  batch  testing  of  each  manufacturer’s 
drug  product  by  the  Food  and  Drug  Ad¬ 
ministration. 

If  the  Commissioner  establishes  an  old 
drug  monograph  for  a  drug  for  which  a 
bioequivalence  requirement  has  been  es¬ 
tablished,  the  provisions  of  §  320.3  as 
they  relate  to  such  drug  will  be  revoked. 

Following  publication  of  a  final  regu¬ 
lation  establishing  an  in  vitro  bioequiv¬ 
alence  standard  for  specific  drug 
products,  any  manufacturer  failing  to 
meet  such  a  standard  will  be  required 
to  reformulate  his  product  and  to  dem¬ 
onstrate  that  the  reformulated  drug 
product  meets  the  in  vitro  standard.  In 
lieu  of  reformulation,  the  manufacturer 
may  demonstrate  bioequivalence  of  his 
product  by  in  vivo  bioavailability  testing 
of  three  consecutive  batches,  using  as  a 
reference  material  a  drug  product  that 
meets  the  in  vitro  bioequvalence  stand¬ 
ard  and  developing  a  current  in  vitro 
test  which  assures  the  dissolution  char¬ 
acteristics  of  his  product. 

The  Commissioner  proposes  in  S  320.3 
(q)  to  require  that  all  records  of  in  vivo 
and/or  in  vitro  tests  conducted  on  any 
marketed  batch  of  a  drug  product  to 
assure  that  such  product  meets  a  bio¬ 
equivalence  requirement  should  be  main¬ 
tained  by  the  manufacturer  for  at  least 
2  years  after  the  expiration  date  of  the 
batch  and  submitted  to  the  Food  and 
Drug  Administration  on  request. 

The  Commissioner  proposes  to  amend 
S§  314.111  and  314.115  to  specify  that 
failure  to  submit  required  bioavailability 
or  bioequivalence  data  will  be  reason 
for  refusal  to  approve,  or  to  withdraw 
approval  of,  a  new  drug  application. 

The  Commissioner  is  of  the  (pinion 
that  data  and  Information  necessary  for 
the  develi^ment  of  new  in  vitro  stand¬ 
ards  to  assure  bioequivalence  have  been 
voluntarily  sutailtt^  to  the  Food  and 
Drug  Administration.  The  Agency  in¬ 
tends  to  maintain  the  confidentiality  of 
such  data  and  information  which  are 
trade  secrets  under  21  CFR  4.61.  How¬ 
ever,  the  fact  that  the  imderlying  data 
and  information  cannot  be  released  does 
not  mean  that  a  specific  in  vivo  or  in 
vitro  test  based  on  those  data  and  infor¬ 
mation  cannot  be  proposed  and  promul¬ 
gated  in  a  regulation.  Thus  if  a  company 
has  developed  data  and  information  that 
show  that  an  in  vitro  bioequivalence 
standard  is  available  and  voluntarily 
submits  such  data  and  Information  to  the 
Food  and  Drug  Administration,  although 


these  data  and  information  are  not  in  the 
public  domain  under  present  law,  the 
Commissioner  by  regulation  can  impose 
such  an  in  vitro  bioequivalence  standard 
on  all  identical,  similar,  or  related  drug 
products.  Section  320.3  (m)  provides  that 
a  bioequivalence  requirement  may  specify 
an  in  vivo  bioavailability  test  or  an  in 
vitro  bioequivalence  standard  that  is 
based  on  data  and  information  volun¬ 
tarily  submitted  to  the  Food  and  Drug 
Administration  even  though  these  data 
and  information  are  exempt  from  public 
disclosure  pursuant  to  21  CFR  4.61. 

It  is  important  to  note  that  the  pro¬ 
posed  regulations  do  not  address  certain 
problems  which,  although  frequently 
compared  with  true  problems  of  bio¬ 
equivalence,  involve  fundamentally  sepa¬ 
rate  issues.  Certain  drug  products  con¬ 
tain  the  same  therapeutic  moiety  but  are 
intended  to  be  different  as  refiected  in 
the  labeling.  These  drug  products  may 
differ  in  that  the  therapeutic  moiety  may 
be  present  in  different  dosage  forms  used 
for  the  same  purpose,  or  different  formu¬ 
lations  may  release  the  active  thera¬ 
peutic  moiety  at  differing  rates,  e.g.,  a 
controlled  release  formulation  vs.  a 
standard  formulation.  In  addition,  dif¬ 
ferent  salts  and  esters  of  theraF>eutic 
moieties  may  differ  in  their  pharmaco¬ 
kinetic  characteristics,  thereby  affecting 
the  pharmacological  and  toxicological 
nature  of  the  product.  While  this  general 
area  may  contain  examples  of  drug  prod¬ 
ucts  which  are  not  bioequivalent  and  are 
misleading  to  the  medical  profession  and 
the  consumer,  regulatory  solutions  to 
these  problems  will  generally  Involve 
changes  in  drug  labeling,  formulation,  or 
marketing  status.  The  regulations  pro¬ 
posed  in  this  document  address  only  bio- 
equivalence  problems  Involving  drug 
products  whic^  are  intended  to  be  iden¬ 
tical,  related,  or  similar,  have  essentially 
the  same  labeling,  and  are  intended  to  be 
used  interchangeably  for  the  same  thera¬ 
peutic  intent. 

Where  a  bioequivalence  requirement  is 
established  for  an  oral  dosage  form  of  a 
drug,  the  requirement  will  extend  to  aU 
oral  dosage  forms  of  the  drug.  For  exam¬ 
ple,  if  a  bioequivalence  requirement  is 
established  for  a  drug  in  tablet  form, 
other  oral  dosage  forms  such  as  capsules 
or  suspensions  will  be  subject  to  this  re¬ 
quirement.  Unless  otherwise  noted,  how¬ 
ever,  dosage  forms  of  the  drug  completely 
in  solution  such  as  syrups,  elixirs,  and 
tinctures  would  not  be  included. 

In  the  future,  the  Commissioner  will 
propose  regulations  establishing  bio- 
availability  and  bioequivalence  require¬ 
ments  for  antibiotic  drug  products;  these 
regulations  will  parallel  those  for  non¬ 
antibiotic  new  drugs. 

The  Commissioner  advises  that  upon 
final  promulgation  of  §  320.3,  the  fVx>d 
and  EhTig  Administration  will  propose  to 
establish  a  bioequivalence  requirement 
for  each  of  the  drugs  listed  below.  De¬ 
tailed  data  and  information  relating  to 
bioequivalence  problems  in  individual 
drugs  will  be  placed  on  public  display  in 
the  office  of  the  Hearing  Clerk,  Food  and 
Drug  Administration,  Rm.  47-65,  5600 
Fishers  Lane,  Rockville,  MD  20852,  and 
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may  be  seen  during  working  hours,  Mon¬ 
day  through  Friday.  Proposals  to  estab¬ 
lish  bioequivalence  requirements  for 
those  individual  drugs  will  be  published 
in  future  Issues  of  the  I^eral  Register. 
It  is  currently  anticipated  that  certain 
drugs,  as  Indicated  below,  will  require  in 
vivo  testing.  All  others  require  only 
in  vitro  testing.  This  notification  is  to 
provide  ample  time  for  manufacturers  of 
such  dnig  products  to  assemble  all  per¬ 
tinent  data  and  information  and  to  con¬ 
duct  any  appropriate  studies  in  anticipa¬ 
tion  of  a  bioequivalence  requirement  of 
such  drugs. 

Pertinent  background  information 
showing  the  existence  of  bioequivalence 
problems  and  the  type  of  testi^  needed 
to  solve  such  problems  has  been  placed 
on  public  display  in  the  office  of  the 
Hesulng  deik  (address  noted  above)  and 
may  be  seen  during  working  hours,  Mon¬ 
day  through  Friday. 

(Current  evldoice  Indicates  that  only 
about  20  to  25  drug  entities  have  had 
documented  bioequivalence  problems. 
Nevertheless,  the  following  list  is  con¬ 
siderably  longer  because  it  includes  those 
drugs  with  potential  as  well  as  previously 
documented  bioequivalence  problems. 
For  example,  it  includes  all  salts  and 
esters  of  those  drug  entities  with  docu¬ 
mented  bioequivalence  problems  and  all 
other  drugs  in  the  same  class  which,  be¬ 
cause  of  structural  similarities  or  similar 
physicochemical  and/or  pharmac(dd- 
netic  properties,  might  have  the  poten¬ 
tial  for  bioequivalence  problems.  As 
noted  previously,  the  Ckanmissioner  be¬ 
lieves  it  is  prudent  and  in  the  public  in¬ 
terest  to  require  that  all .  dnigs  in  a 
closely  r^t^  class  meet  the  same 
standards;  and  therefore,  he  is  proposing 
to  establish  bioequivalence  requirements 
on  the  basis  of  potential  as  well  as  docu¬ 
mented  bioequivalence  problems.  All 
such  drugs,  except  antibiotics,  have  been 
Included  on  the  list  to  ensure  that  manu¬ 
facturers  are  advised  as  early  as  possible 
that  the  Food  and  Drug  Administration 
anticipates  the  establishment  of  a  bio-; 
equivalence  requirement  for  these  drugs. 
The  list  of  drugs  for  which  a  bloequiva- 
lence  requirement  is  currently  antici¬ 
pated  is  as  follows: 

Drugs  Requiring  in  Vito  Testing 

ANTI-ARRHYTHMICS 

Procainamide  hydrochloride  o^wules. 
Qulnldine  polygalacturonate  tablets. 
Qulnldlne  sulfate  c€4)sules  and  tablets. 

ANTI-COAGUI.ANTS 

Blshydroxycoumarln  tablets  and  capsules. 
Warfarin,  sodium  and  potassium  tablele. 

Aim-  coimmsANTS 

Dlphenylhydantoln,  sodium  capsules. 
Dlphenylhydantoin  suspension. 

Etbosuxlmlde  capsules. 

Bthotoln  tablets. 

Mephenytoln  tablets. 

Methsuximlde  capsules. 

Paramethadlone  capsules. 

Fhenacamide  tablets. 

PhensuxUnide  capsules  and  suspension. 
Primidone  tablets  and  suepenslon. 
Ttlmethadlone  ctqisulee. 
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ANTI-INFECTIVES 

Nitrofurantoin  tablets  and  suspension. 
Sulfadiazine  sodium  bicarbonate  suspension. 
Sulfadiazine,  sulfamethazine,  sulfameiazlne 
(Triple  Sulfa)  tablets  and  suspension. 
Sulfadlmethoxlne  drops  and  su^nslon. 
Sulfamethozypyrldazlne  acetyl  suspension. 
Sulfapbenazole  suspension. 

Sulfisoxazole  acetyl  suspension. 

ANTI-INFLAMMATORY 

Oxyphenbutazone  tablets. 

Phenylbutazone  capsules  and  tablets. 
Sulfinpyrazone  tablets. 

ANTI-TUBERCULAR 

Aminosalicylic  acid  powder,  tablets,  and 
resin. 

Aminosalicylic  acid,  isonlazld  tablets. 
Aminosalicylic  calcium  granules,  tablets,  and 
capsules. 

Aminosalicylic  potassium  tablets,  capsules, 
and  powder. 

Aminosalicylic  sodium  jiowder,  tablets,  and 
granules. 

Benzoylpas  calcium  tablets  and  powder. 
Para-aminosallcylate  sodium  and  isonlazld 
tablets. 

Pbenylaminosallcylate  powder  and  tablets. 

BETA  BLOCKER 

Propranolol  tablets. 

BRONCHIAL  DILATORS 

Aminophylllne  tablets. 

DypbyUlne  tablets. 

Oxtr4>hylllne  tablets. 

Theophylline  tablets  and  capsules. 

CARBONIC  ANHYDRASE  INHIBITORS 

Acetazolamide  tablets. 

CARDIAC  GLYCOSIDES 

Acetyldlgltoxln  tablets. 

Dlgltoxln  tablets  and  powder. 

Dlgoxin  tablets. 

Oltalin  tablets. 

Lanatoslde  C  tablets. 

HYPOGLYCEMICS 

Cblor(^r(H>amlde  tablets. 

Tolbutamiqe  tablets. 

MISCELLANEOUS 

Im4>ramine  hydrochloride  tablets. 

Probenecid  tablets. 

Sodium  sulfoxone  tablets. 

PARENTERAL  DRUGS 

Cortisone  acetate  sterile  aqueous  suspension 
for  Intramuscular  Injections. 
Dipbenylhydantoln,  sodium  powder  for  In¬ 
jections. 

Estrone  sterile  aqueous  suspension  for  In¬ 
jections. 

Hydrocortisone  acetate  sterile  aqueous  sus¬ 
pension. 

Hydrocortisone  butylacetate  sterile  aqueous 
suspension. 

Prednisolone  butylacetate  sterile  suspension 
for  Intramuscular  and  Intra-artlcular  in¬ 
jections. 

Triamcinolone  acetonlde  sterile  suspension. 
Triamcinolone  dlacetate  sterile  suspension. 

SEDATIVE  HYPNOTIC 

Methaqualoue  tablets. 

TRANQUILIZERS 

Chlorpromazlne  tablets. 

ZhiUGS  Requiring  in  Vitro  Testing  Only 
AHTI-BYFXRTXNSITX/DrUXEnCS 

Alseroxylon  tablets. 

Bendroflumethlazlde  tablets. 

Benzthiazlde  tablets. 


Chlorothiazide  tablets. 

Chlorthalidone  tablets. 

Deserpldlne  tablets. 

Hydrochlorothiazide  tablets. 
Hydrofiumethlazlde  tablets. 

Methyclothiazlde  tablets. 

Polythiazide  tablets. 

Quinethazone  tablets. 

Rauwolfia  serpentina  tablets. 

Resclnnamine  tablets. 

Reserplne  tablets. 

Syroslngoplne  tablets. 

Trichlormethiazida.  tablets. 

ANn-HYPERTENSIVE/DIURETICS  IN  COMBINATION^ 

Chlorothiazide  and  reserplne  tablets. 
Hydralazine  hydrochloride  and  hydrochloro¬ 
thiazide  tablets. 

Hydralazine  and  reserplne  tablets. 
Hydrochlorothiazide  and  deserpldlne  tablets. 
Hydrochlorothiazide  and  reserplne  tablets. 
Methyclothiazlde  and  deserpldlne  tablets. 
Reserplne,  hydralazine  hydrochloride  and 
hydrochlorothiazide  tablets. 

Spironolactone  and  hydrochlorothiazide  tab¬ 
lets. 

Trichloromethlazlde  and  reserplne  tablets. 
ANTI-INFECnVES 

Sallcylazosulfapyrldlne  tablets. 

Sulfadiazine  tablets. 

Sulfadlmethoxlne  tablets. 

Sulfamerazlne  tablets. 
Sulfamethoxypyrldazlne  acetyl  tablets. 
Sulfapbenazole  tablets. 

Sulfspyrldlne  tablets. 

Sulflsomldlne  tablets. 

Sulflsoxazole  tablets. 

ANTI-MALAR  lALS 

Pyrimethamine  tablets. 

ANTI-NEOPLASTICS 

Chlorambucil  tablets. 

Methotrexate  tablets. 

Triethylene  melamine  tablets. 

Uracil  mustard  capsules. 

anti-thyroid 
Propylthiouracil  tablets. 

CARBONIC  ANHYDRASE  INHIBITORS 

Dlchlorphesiamlde  tablets. 

Etboxyzolamide  tablets. 

Methazolamlde  tablets. 

CORTTCOmS 

Betamethasone  tablets. 

Cortls<me  acetate  tablets. 

Dexamethasone  tablets. 

Fluorocortisone  acetate  tablets. 
Fluprednlsolone  tablets. 

Hydrocortisone  acetate  tablets  and  powder. 
Hydrocortisone  tablets. 

Methylprednlsolone  tablets. 

Paramethasone  acetate  tablets. 

Prednisolone  tablets. 

Prednisone  tablets. 

TYlamclnolone  tablets. 

ESTROGENS 

Dlenestrol  tablets. 

Dlethylstllbestrol  diphosphate  tablets. 
Dlethylstllbestrol  tablets. 

Estradiol  tablets. 

Ethinyl  estradiol  tablets. 

MISCELLANEOUS 

Desoxycortlcosterone  acetate  tablets. 
Ethlsterone  tablets. 

Isoproterenol  sublingual  tablets. 
Methyltestosterone  tablets. 

THYROm  SUPPLEMENT 
Uothyronlne,  sodium  tablets. 
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TBANQUILIZEBS 

Chlordiazepoxide  hydrochloride  capsules. 
Perphenazine  tablets. 

Prochlorperazine  tablets. 

Promazine  tablets. 

Promethazine  tablets. 

Fluphenazlne  hydrochloride  tablets. 
Thioridazine  tablets. 

Trifliuoperazlne  tablets. 

Trlflupromazine  tablets. 

Trlmeprazine  tablets. 

VITAMIN  K 

Menadione  tablets. 

Phytonadione  tablets. 

Therefore,  under  the  Federal  Pood, 
Drug,  and  Cosmetic  Act  (secs.  201(p), 
502,  505,  701(a),  52  Stat.  1041-1042  as 
amended,  1050-1053  as  amended,  1055 
(21  U.S.C.  321  (p) ,  352,  355,  371(a) ) )  and 
under  authority  delegated  to  him  (21 
CFR  2.120) .  the  Commissioner  proposes 
that  Chapter  I  of  Title  21  of  the  Code  of 
Federal  Regulations  be  amended  as  fol¬ 
lows: 

PART  314— NEW  DRUG  APPLICATIONS 

Part  314  is  amended 

1.  By  adding  to  §  314.111  a  new  para¬ 
graph  (a)  (8)  to  read  as  follows: 

§  314.111  Refusal  to  approve  the  appli¬ 
cation. 

(a)  *  •  • 

(8)  The  applicant  fails  to  submit  blo- 
avallability  or  bloequlvalence  data  re¬ 
quired  imder  §§  320.2  or  320.3  of  this 
chapter. 

•  •  *  •  * 

2.  By  adding  to  §  314.115  a  new  para¬ 
graph  (c)  (5)  to  read  as  follows: 

§  314.115  Withdrawal  of  approval  of  an 
application. 

•  •  •  *  .  • 

(c)  *  •  • 

(5)  That  the  applicant  has  failed  to 
submit  bioavailability  or  bioequivalence 
data  required  under  320.2  or  320.3  of 
this  chapter. 

*  *  •  *  • 

PART  320— BIOAVAILABILITY  AND 
BIOEQUIVALENCE  REQUIREMENTS 

Part  320  is  amended  as  follows: 

3.  By  redesignating  the  present  text 
In  proposed  S  320.1,  published  elsewhere 
In  the  Federal  Register,  as  paragraph 
(a)  and  adding  new  paragraphs  (b) 
through  (f)  to  read  as  follows: 

§  320.1  Definitions. 

(a)  ♦  *  * 

(b)  “Drug  product”  means  a  finished 
dosage  form,  e.g.,  tablet,  capsule,  solu¬ 
tion,  etc.,  that  contains  the  active  drug 
Ingredient  generally,  but  not  necessar¬ 
ily,  in  association  with  inactive  ingredi¬ 
ents. 

(c)  “Pharmaceutical  equivalents” 
means  drug  products  that  contain  iden¬ 
tical  amounts  of  the  identical  active 
drug  ingredient,  i.e.,  the  same  salt  or 
ester  of  the  same  theraE>eutic  moiety, 
in  identical  dosage  forms  (but  not  nec¬ 
essarily  containing  the  same  inactive 
ingredients)  and  that  meet  the  iden¬ 
tical  compendial  or  other  applicable 
standard  of  Identity,  strength,  quality, 


and  purity,  including  potency  and, 
■where  applicable,  content  uniformity, 
disintegration  times  and/or  dissolution 
rates. 

(d)  “Pharmaceutical  alternatives” 
means  drug  products  that  contain  the 
identical  therapeutic  moiety  (or  its  pre¬ 
cursor)  ,  but  not  necessarily  in  the  same 
amount  or  dosage  form  or  as  the  same 
salt  or  ester.  Each  such  drug  product 
individually  meets  either  the  identical 
or  its  own  respective  compendial  or 
other  applicable  standard  of  identity, 
strength,  quality,  and  purity,  including 
potency  and,  where  applicable,  content 
uniformity,  disintegration  times  and/or 
dissolution  rates. 

(e)  “Bioequivalent  drug  products” 
means  pharmaceutical  equivalents  or 
pharmaceutical  alternatives  whose  rate 
and  extent  of  absorption  do  not  show 
a  statistically  significant  difference 
when  administered  at  the  same  molar 
dose  of  the  therapeutic  moiety  imder 
similar  experimental  conditions  (either 
single  dose  or  multiple  dose).  Some 
pharmaceutical  equivalents  or  phar¬ 
maceutical  alternatives  may  be  equiva¬ 
lent  in  the  extent  of  their  absorption 
but  not  in  their  rate  of  absorption  and 
yet  may  be  considered  bioequivalent  be¬ 
cause  such  differences  in  rate  of  absorp¬ 
tion  may  be  considered  medically  insig¬ 
nificant  for  the  particular  drug  product 
studied. 

(f)  “Bioequivalence  requirement” 
means  a  requirement  Imposed  by  the 
Food  and  Drug  Administration  for  in 
vitro  and/or  in  vivo  testing  of  specified 
drug  products  which  must  be  satisfied 
as  a  condition  of  marketing.  A  bio¬ 
equivalence  requirement  will  consist  of 
the  following: 

(1)  (1)  A  current  in  vitro  test,  usually 
a  dissolution  rate  test  not  correlated 
with  in  vivo  data,  by  a  method  specified 
by  the  Food  and  Drug  Administration, 
in  which  the  drug  product  is  compared 
to  a  reference  material,  or 

(ii)  An  in  vitro  bioequivalence  stand¬ 
ard  which  has  been  correlated  with  in 
vivo  data  on  bioavailability,  and 

(2)  Where  so  specified,  an  in  vivo  bio¬ 
availability  test.  Such  in  vivo  bioavail¬ 
ability  testing  will  ordinarily  required 
whenever  methodology  is  available  to 
conduct  the  study  by  the  approaches 
outiined  in  §  320.2(b)(1)  (i)  and  (ii) 
and  there  is  dociunented  evidence  that 
the  particular  drug  meets  the  criteria 
outlined  in  §  320.3(b)  (1),  (2),  or  (3). 
The  reference  material  will  be  a  similar 
dosage  form  which  is  the  subject  of  an 
approved  new  drug  application  or  an¬ 
other  material  specific  by  the  Food 
and  Drug  Administration,  e.g.,  the  ac¬ 
tive  ingredient  in  solution  or  suspension. 

5.  By  adding  a  new  §  320.3  to  read  as 
follows: 

§  320.3  Procedures  for  establishing  a 
bioequivalencc  requirement. 

(a)  The  Commissioner  of  Food  and 
Drugs  may  establish  a  bioequivalence 
requirement,  as  defined  in  9  320.1(g),  as 
a  condition  for  marketing  specific  phar¬ 
maceutical  equivalents,  as  defin^  in 
9  320.1(c),  or  pharmaceutical  alterna¬ 
tives,  as  defined  in  9  320.1(d),  that  are 


intended  to  be  used  interchangeably  for 
the  same  therapeutic  effect,  on  the  basis 
of  data  or  information  that  such  drug 
products  are  not  or  may  not  be  bloequiva- 
lent  dnig  products. 

(b)  The  following  factors,  among 
others,  will  be  considered  by  the  (Com¬ 
missioner  in  determining  whether  a  bio¬ 
equivalence  requirement  should  be 
estblished : 

(1)  Evidence  from  well-controlled 
clinical  trials  or  controlled  observations 
in  patients  that  such  drug  products  do 
not  give  comparable  therapeutic  effects. 

(2)  Evidence  from  well-controlled 
bioequivalence  studies  that  such  products 
are  not  bioequivalent  drug  products,  as 
defined  in  9  320.1(e). 

(3)  Evidence  that  such  drug  products 
exhibit  a  narrow  therapeutic  ratio  and/ 
or  have  an  effective  concentration  in  the 
plasma  that  is  in  close  proximity  to  the 
toxic  concentration  in  the  plasma,  e.g., 
there  is  less  than  a  2-fold  difference  be¬ 
tween  the  effective  and  toxic  concentra¬ 
tions  in  the  plasma,  and  safe  and  effec¬ 
tive  use  requires  careful  dosage  titiation 
and  patient  monitoring. 

(4)  Evidence  that  a  lack  of  bioequiva¬ 
lence  of  such  drug  products  would  have 
serious  adverse  effect  in  the  treatment 
or  prevention  of  a  serious  disease  or 
condition. 

(5)  Physicochemical  evidence  that: 

(i)  The  active  ingredient  has  a  low 
solubility  in  water,  i.e.,  less  than  5  milli¬ 
grams  per  1  milliliter,  and/or  the  volume 
of  liquid  required  to  dissolve  the  recom¬ 
mended  dose  far  exceeds  the  volume  of 
fluids  present  in  the  stomach  (taken  to 
be  100  milliliters) . 

(ii)  The  dissolution  rate  of  one  or 
more  such  products  is  slow,  i.e.,  less  than 
50  percent  in  30  minutes,  and/or  differs 
significantly  from  that  of  an  appropriate 
reference  material  such  as  an  Identical 
drug  product  which  is  the  subject  of  an 
aiH>roved  full  new  drug  application. 

(iii)  The  particle  size  smd/or  surface 
area  of  the  active  ingredient  is  critical 
in  determining  its  bioavailability. 

(iv)  CJertain  polymorphic  forms  of  the 
active  ingredient  are  poorly  absorbed. 

(V)  Such  drug  products  have  a  high 
ratio  of  excipients  to  active  Ingredients, 
i.e.,  greater  than  5  to  1. 

(vi)  Specific  inactive  Ingredients,  e.g., 
hydrophilic  or  hydrophobic  excipients, 
liibrlcants,  etc.,  either  may  be  required 
for  absorption  of  the  therapeutic  moiety 
or,  alternatively,  if  present,  may  inter¬ 
fere  with  such  absorption. 

(6)  Pharmacokinetic  evidence  that: 

(i)  The  therapeutic  moiety  is  absorbed 
in  large  part  in  a  particular  segment  of 
the  gastrointestinal  tract  or  is  absorbed 
from  a  localized  site. 

(ii)  The  degree  of  absorption  of  the 
therapeutic  moiety  is  poor,  e.g.,  less  than 
50  percent,  even  when  it  is  administered 
in  pure  form,  as  in  solution. 

(ill)  There  is  rapid  metabolism  of  the 
therapeutic  moiety  in  the  Intestinal  wall 
or  liver  during  the  process  of  absorption 
(first  pass  metabolism)  so  the  therapeu¬ 
tic  effect  and/or  toxicity  of  such  drug 
product  is  determined  by  the  rate  as 
well  as  the  degree  of  absorption. 
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(iv)  The  therapeutic  moiety  is  rapidly 
metabolized  or  excreted  so  that  rapid 
dissolution  and  absorption  are  required 
for  effectiveness. 

(v)  The  therapeutic  moiety  is  unstable 
in  specific  portions  of  the  gastrointesti¬ 
nal  tract  and  requires  spiecial  coatings  or 
formulations,  e.g.,  buffers,  enteric  coat¬ 
ings,  film  coatings,  etc.,  to  assure  ade¬ 
quate  absorption. 

(7)  Evidence  that  the  pharmaceutical 
equivalents  or  pharmaceutical  alterna¬ 
tives  are  memters  of  a  class  of  drug 
products  that  have  close  structural  sim¬ 
ilarity  and  similar  physicochemical  and/ 
or  pharmacokinetic  properties  and  evi¬ 
dence  that  other  drug  products  in  this 
same  class  are  not  bioequivalent  drug 
products. 

(c)  The  Commissioner,  on  his  own 
initiative  or  in  response  to  a  petition  by 
any  interested  person,  may  issue  a  pro¬ 
posal  in  the  Federal  Register  to  estab¬ 
lish  a  bioequivalence  requirement  for 
pharmaceutical  equivalents  or  pharma¬ 
ceutical  alternatives.  A  petition  to  estab¬ 
lish  a  bioequivalence  requirement  shall 
be  submitted  pursuant  to  the  provisions 
of  SS2.5  and  2.7  of  this  chapter  and 
shall  contain  the  following  information, 
as  applicable: 

(I)  Justification  of  the  bioequivalence 
requirement,  (i)  A  statement  summa¬ 
rizing  the  bioequivalence  problem. 

(II)  A  presentation  of  the  evidence 
that  the  drug  products  for  which  a  bio¬ 
equivalence  requirement  should  be  es¬ 
tablished  are  pharmaceutical  equivalents 
or  pharmaceutical  alternatives  that  are 
labeled  to  be  administered  at  the  same 
dose  of  the  same  therapeutic  moiety  for 
the  same  therapeutic  effect. 

(lii)  Presentation  of  scientific  evi¬ 
dence  and  data  in  the  categories  listed 
in  this  paragraph,  as  applicable,  to  sup¬ 
port  the  contention  that  a  document^ 
or  potential  bioequivalence  problem 
exists. 

(A)  Scientific  evidence  that  the  sub¬ 
ject  pharmaceutical  equivalents  or 
pharmaceutical  alternatives  do  not  give 
comparable  therapeutic  effects,  together 
with  a  citation  of  supporting  well-con¬ 
trolled  observations  or  clinical  trials  In 
patients  and  a  summary  of  their  con¬ 
tents. 

(B)  Scientific  evidence  that  the  sub¬ 
ject  pharmaceutical  equivalents  or 
pharmaceutical  alternatives  are  not  bio- 
equivalent  drug  products,  together  with 
appropriate  data  and/or  citations  of 
supporting  well-cwitrolled  bioequiva¬ 
lence  studies  and  a  summary  of  their 
contents. 

(C)  Documentation  that  the  subject 
pharmaceutical  equivalents  or  pharma¬ 
ceutical  alternatives  have  a  narrow 
therapeutic  ratio  and/or  have  an  effec¬ 
tive  concentration  in  the  plasma  that  is 
In  close  proximity  to  the  toxic  concen¬ 
tration  in  the  plasma  and/or  safe  and 
effective  use  requires  careful  dosage  ti¬ 
tration  and  patient  monitoring. 

(D)  Documentation  that  lack  of  bio¬ 
equivalence  would  have  a  serious  adverse 
effect  in  the  treatment  of  a  serious  dis¬ 
ease  or  ccmdition. 

(E)  Scientific  evidence  and  data  that 
the  subject  pharmaceutical  equivalents 


or  pharmaceutical  alternatives,  because 
of  the  physicochemical  and/or  pharma¬ 
cokinetic  characteristics  set  forth  in  par¬ 
agraphs  (b)  (5)  and  (6)  of  this  section, 
may  not  be  bioequivalent  drug  products. 

(F)  Evidence  and  data  to  support  a 
finding  that  the  pharmaceutical  equiva¬ 
lents  or  pharmaceutical  alternatives  are 
members  of  a  class  of  drug  products  that 
have  close  structural  similarity  and  sim¬ 
ilar  physicochemical  and/or  pharmaco¬ 
kinetic  properties  to  other  drug  products 
which  have  been  specifically  shown  to 
lack  therapeutic  equivalence  or 
bioequivalence. 

(2)  Proposed  bioequivalence  require¬ 
ment.  (i)  A  description  of  the  proposed 
current  in  vitro  test  to  be  used  pending 
the  development  of  a  definitive  in  vitro 
bioequivalence  standard  together  with 
the  scientific  evidence  that  this  current 
in  vitro  test  Is  suitable  for  comparing 
the  subject  pharmaceutical  equivalents 
or  pharmaceutical  alternatives  to  a  ref¬ 
erence  material. 

(ii)  A  description  of  any  proposed  in 
vitro  bioequivalence  standard,  includ¬ 
ing  a  citation  of  in  vivo  data  which  siQ>- 
port  the  applicability  of  the  proposed 
in  vitro  bioequivalence  standard. 

(iii)  A  description  of  any  proposed  in 
vivo  bioavailability  test.  Including  the 
reference  material  to  be  used  and  other 
technical  specifications  needed  to  assure 
uniform  testing  of  the  subject  pharma¬ 
ceutical  equivalents  or  pharmaceutical 
alternatives  together  with  a  citation  of 
supporting  evidence  and  a  summary  of 
its  contents. 

(3)  Scientific  evidence.  Scientific  evi¬ 
dence  cited  in  the  petition  shall  Include 
specific,  precise  information  such  as; 

(1)  The  product  names,  batch  num¬ 
bers,  labeling,  and  the  identity  of  the 
manufacturer,  packer,  or  distributor  of 
the  batches  of  the  subject  pharmaceuti¬ 
cal  equivalents  or  pharmaceutical  alter¬ 
natives  Included  in  the  studies  on  which 
the  evidence  is  based. 

(ii)  The  results  of  all  in  vitro  i^ysical 
and  chemicfid  tests  conducted  on  the 
batches  of  the  subject  pharmaceutical 
equivalents  or  i^armaceutical  alterna¬ 
tives  to  determine  whether  they  meet 
compendial  or  other  applicable  stand¬ 
ards  of  identity,  strength,  quality,  and 
purity,  including  potency  and.  where  ap¬ 
plicable,  content  uniformity,  disintegra¬ 
tion  rates,  and  dissolutl(m  sates. 

(ill)  The  results  of  any  in  vitro  phsrsl- 
cochemical  tests  conducted  on  the 
batches  of  the  subject  pharmaceutical 
equivalents  or  pharmaceutical  alterna¬ 
tives  studies  other  than  those  specified 
in  the  compendial  or  other  applicable 
standard.  e.g.,  particle  size. 

(iv)  The  results  of  any  in  vivo  bio¬ 
availability  test  and/or  invitro  bio¬ 
equivalence  test  conducted  on  the  batches 
of  the  subject  pharmaceutical  equivalents 
or  pharmaceutical  alternatives  studied. 
These  results  shall  present  a  validation 
of  the  analytical  methodology,  including 
the  standard  curve  used  and  a  descrip¬ 
tion  of  the  method  of  calculation  of  re¬ 
sults,  and  a  description  of  the  pharma¬ 
cokinetic  model  and/or  statistical  model 
used  in  analyzing  the  data. 


(v)  A  full  description  of  the  analytical 
procedures  and  equipment  used  in  con¬ 
ducting  and  in  vivo  or  in  vitro  test  on  the 
subject  pharmaceutical  equivalents  or 
pharmaceutical  alternatives. 

(4)  Published  reports.  Copies  of  pub¬ 
lished  reports  in  the  scientific  literature 
and/or  unpublished  material  from  phy¬ 
sicians  or  Investigators  cited  in  the  peti¬ 
tion  as  scientific  evidence  that  a  bio¬ 
equivalence  requirement  should  be  estab¬ 
lished  for  the  subject  pharmaceutical 
equivalents  or  pharmaceutical  alterna¬ 
tives. 

(5)  Availability  of  samples.  Informa¬ 
tion  as  to  the  a''.’ailabllity  of  sufficient 
samples  of  the  subject  pharmaceutical 
equivalents  or  pharmaceutical  alterna¬ 
tives  studied  to  permit  confirmatory 
testing  by  the  Food  and  Drug  Adminis¬ 
tration. 

(d)  If  the  Commissioner  determines 
that  the  petition  presents  adequate  evi¬ 
dence  that  specific  pharmaceutical  equiv¬ 
alents  or  pharmaceutical  alternatives 
are  not  or  may  not  be  bloequlvalent  drug 
products,  he  shall  issue  a  mnposal  in  the 
Federal  Register  to  establish  a  blo- 
equlvalence  requirement  for  these  drug 
products  pursuant  to  §  2.10  of  this 
chapter. 

(e)  If  the  Commissioner  determines 
that  individual  batch  testing  by  the  Food 
and  Drug  Administration  is  necessary  to 
assure  that  all  batches  of  the  same  drug 
product  meet  an  appropriate  in  vitro  test, 
the  bioequivalence  requirement  shall  in¬ 
clude  a  requirement  for  manufacturers 
to  submit  samples  of  each  batch  to  the 
Food  and  Drug  Administration  and  to 
withhold  distribution  of  the  batch  imtll 
notified  by  the  Pood  and  Drug  Adminis¬ 
tration  that  the  batch  may  be  shipped 
into  Interstate  commerce.  The  Commis¬ 
sioner  will  ordinarily  terminate  a  re¬ 
quirement  for  a  manufacturer  to  submit 
such  samples  on  a  finding  that  the  manu¬ 
facturer  has  produced  four  consecutive 
batches  which  were  tested  by  the  Pood 
and  Drug  Administration  and  found  to 
be  bloequlvalent.  imless  the  public  health 
requires  that  such  batch  testing  be  ex¬ 
tended  to  additional  batches. 

(f)  If  the  bloequlvalence  requirement 
provides  for  In  vivo  bioavallabillty  test¬ 
ing.  an  appropriate  reference  material 
will  be  specified  by  the  Pood  and  Drug 
Administration.  Such  in  vivo  bioavall¬ 
abillty  testing  shall  be  conducted  accord¬ 
ing  to  the  procedures  set  forUi  in  S  320.2, 
using  the  most  accurate  and  sensitive 
method  available.  Clinical  trials  are  ade¬ 
quate  to  establish  bioavailability  only 
where  other  methods  are  not  available. 
If  a  bioequivalence  requirement  Includes 
in  vivo  bioavallabillty  testing,  all  manu¬ 
facturers  of  the  drug  product  shall  con¬ 
duct  such  testing  using  the  most  accurate 
and  sensitive  method  available  even 
though  their  drug  product  is  the  subject 
of  an  approved  full  new  drug  application 
containing  clinical  evidence  of  safety  artd 
effectiveness. 

(g)  If  a  bioequivalence  requirement  is 
established  for  a  drug  product  subject 
to  a  new  drug  application  which  became 
effective  prior  to  October  10, 1962,  or  for 
a  drug  product  covered  by  such  a  new 
drug  application  pursuant  to  S  310.6  of 
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this  chapter,  the  provisions  of  §  310.7  of 
this  chapter  relating  to  submission  and 
approval  of  a  supplemental  or  abbrevi¬ 
ated  new  dnig  application  and  other  con¬ 
ditions  for  lawfully  marketing  such  a 
drug  product  shall  apply. 

(h)  If  a  bioequivalence  requirement  is 
established  for  a  drug  product  subject 
to  a  new  drug  application  which  was  ap¬ 
proved  after  October  10, 1962,  marketing 
of  the  product  may  lawfully  be  continued 
as  follows: 

(1)  Any  manufacturer  who  holds  an 
approved  full  new  drug  application  shall 
submit  and  obtain  approval  by  the  Pood 
and  Drug  Administration  of  a  supple¬ 
mental  application  which  provides  evi¬ 
dence  that  the  drug  product  meets  the 
bioequivalence  requirement.  If  a  supple¬ 
mental  application  is  submitted  within 
the  time  frame  specified  in  the  regula¬ 
tion  establishing  the  bioequivalence  re¬ 
quirement,  the  drug  product  Involved 
may  continue  to  be  marketed  imless  and 
until  the  supplemental  application  is 
disapproved. 

(2)  Any  manufacturer  who  does  not 
hold  an  approved  full  new  drug  applica¬ 
tion  may  lawfully  market  such  drug 
product  only  if,  prior  to  such  marketing, 
the  manufacturer  has  submitted  and  ob¬ 
tained  approval  from  the  Food  and  Drug 
Administration  of  a  full  or  an  abbrevi¬ 
ated  new  drug  application  containing  evi¬ 
dence  that  the  drug  product  meets  the 
bioequivalence  requirement. 

(i)  If  a  bioequivalence  requirement  is 
established  for  pharmaceutical  equiva¬ 
lents  or  pharmaceutical  alternatives 
which  are  not  subject  to  the  new  drug 
provisions  of  the  act,  marketing  of  such 
drug  products  may  be  continued  if  all  of 
the  following  conditions  apply : 

(1)  The  manufacturer  of  the  drug 
product  submits  pursuant  to  §  310.300 
(b)  (1)  and  (2)  of  this  chapter  those  re¬ 
ports  which  are  required  to  be  submitted 
either  immediately  upon  receipt  or  within 
15  working  days  of  receipt. 

(2)  The  manufacturer  records  and 
maintains  evidence  that  the  drug  product 
complies  with  the  bioequivalence  require¬ 


ment.  Upon  written  request  or  notice 
published  in  the  Federal  Register,  the 
manufacturer  shall  promptly  submit 
such  evidence  to  the  Food  and  Drug  Ad¬ 
ministration. 

(3)  The  drug  product  is  manufactured 
in  accordance  with  current  good  manu¬ 
facturing  practices,  as  determined  by  the 
requirements  in  Part  211  of  this  chapter. 

(4)  The  drug  product  is  labeled  in 
compliance  with  the  act  and  this  chapter. 

(j)  Any  drug  product  for  which  a  bio- 
equivalence  requirement  is  established 
may  be  marketed  only  in  accordance  with 
the  provisions  of  this  section.  A  marketed 
drug  product  not  in  compliance  with  this 
section,  e.g.,  an  abbreviated  new  drug  ap¬ 
plication  has  not  been  submitted  as  re¬ 
quired  or  has  been  disapproved,  is  illegal 
and  subject  to  regulatory  action. 

(k)  Upon  disapproval  of  a  full  or  an 
abbreviated  new  drug  application,  the 
procedures  for  disapproval  of  any  new 
drug  application  piu^uant  to  section  505 
(d)  of  the  act  shall  be  applicable.  Mar¬ 
keting  of  the  drug  product  involved  shall 
thereafter  be  illegal  imless  the  Commis¬ 
sioner,  in  his  discretion,  determines  to 
stay  such  disapproval. 

(l)  If  a  bioequivalence  requirement 
specifies  a  current  in  vitro  test  or  a  bio¬ 
equivalence  standard  comparing  the 
drug  product  to  a  reference  standard, 
such  test  shall  be  conducted  on  a  sample 
of  each  batch  of  the  drug  product  to  as¬ 
sure  batch  to  batch  uniformity. 

(m)  A  bioequivalence  requirement  es¬ 
tablished  pursuant  to  this  section  may 
specify  a  current  in  vitro  test,  an  in  vitro 
bioequivalence  standard,  or  an  in  vivo 
bioavailability  test  that  is  based  on  data 
and  information  voluntarily  submitted  to 
the  Food  and  Drug  Administration  even 
though  these  data  and  information  are 
exempt  from  public  disclosure  pursuant 
to  §  4.61  of  this  chapter. 

(n)  The  Commissioner,  on  his  own  ini¬ 
tiative  or  in  response  to  a  petition  sub¬ 
mitted  pursuant  to  the  provisions  of 
§§  2.5  and  2.7  of  this  chapter,  may  amend 
a  bioequivalence  requirement  established 
pursuant  to  this  section  to  provide  for  a 


new  or  revised  current  in  vitro  test,  in 
vitro  bioequivalence  standard,  in  vivo 
bioavailability  test,  or  individual  batch 
testing  by  the  Food  and  Drug  Adminis¬ 
tration. 

(o)  If  the  Commissioner  establishes  an 
old  drug  monograph  for  a  drug  for  which 
a  bioequivalence  requirement  has  been 
established  imder  this  section,  the  pro¬ 
visions  of  this  section  as  they  relate  to 
that  drug  are  thereby  revoked. 

(p)  If  any  product  fails  to  meet  an  in 
vitro  standard  promulgated  by  the  Food 
and  Drug  Administration  and  the  manu¬ 
facturer  nevertheless  wishes  to  market 
the  product  without  reformulation,  he 
may  in  lieu  of  reformulation,  demon¬ 
strate  the  bioequivalence  of  the  product 
by  in  vivo  bioavailability  testing  of  three 
consecutive  batches  of  the  drug  product 
using  as  a  reference  material  a  drug 
product  which  meets  the  in  vitro  bio- 
equivalence  standard,  and  he  shall  de¬ 
velop  an  in  vitro  test  which  assures  the 
dissolution  characteristics  of  his  product. 

(q)  All  records  of  in  vivo  and/or  in 
vitro  tests  conducted  on  any  marketed 
batch  of  a  drug  product  to  assure  that 
such  product  meets  a  bioequivalence  re¬ 
quirement  shall  be  maintained  by  the 
manufacturer  for  at  least  2  years  after 
the  expiration  date  of  the  batch  and 
submitted  to  the  Food  and  Drug  Admin¬ 
istration  on  request. 

Interested  persons  may,  on  or  before 
August  4,  1975,  submit  to  the  Hearing 
Clerk,  Food  and  Drug  Administration, 
Rm.  4-65,  5600  Fishers  Lane,  Rockville, 
MD  20852,  written  comments  regarding 
this  proposal.  Comments  shall  be  filed 
in  quintupllcate  and  shall  be  Identified 
with  the  Hearing  Clerk  docket  number 
found  in  the  document  heading.  Received 
comments  may  be  seen  in  the  above  of¬ 
fice  during  working  hours,  Monday 
through  Friday. 

Dated:  June  13, 19754 

A.  M.  Schmidt, 

Commissioner  of  Food  and  Drugs. 
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